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I iii

Subacute Toxicity of RDX DATE: April 5, 1974
and TNT in Monkeys

I SUMMARY

I A study was carried out in 42 rhesus monkeys to evaluate tne toxicity of

RDX and TNT when given orally, once daily, seven days per week for 13 weeks (90

days). Dosages of RDX were 10, 1 and 0.1 mg/kg/day and for TNT were 1, 0.1 and

0.02 mg/kg/day.

Five monKeys on the highest dose of RDX showed 12 instances of CNS distur-

bance, usually involving tonic convulsions. One of these monkeys were euthanatized;

the others recovered and survived the study. Except for frequent episodes of

emesis, predominantly in the high dosage RDX group, no other clinical signs of

toxicologic significance were observed.

Laboratory testing revealed only scattered changes of no toxicologic signi-

ficance. Histopathologic examination showed some increases in numbers of degen-

erate or necrotic megakaryocytes in bone marrow sections and increased amounts of

I iron-positive material in liver cord cytoplasm, both occurring in the high dosage

groups of both RDX and TNT. The toxicologic importance of these two findings Is

uncertain.
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SPONSOR: Office of Naval Research DATE: April 5, 1974

MATERIAL: Cyclonite (RDX)
Trini trotoluene (TNT)

SUBJECT: FINAL REPORT
Subacute Toxicity of RDX and TNT in Monkeys

. Contract N00014-73-C-0162, NR 108-985
LBI Project No. 1366I

I . OBJECTIVE

The objective of this study was to evaludte the toxicity of Cyclonite (RDX)

and Trinitrotoluene (TNT) using oral administration to monkeys over a 90-day

period.

II. MATERIAL

The test compounds and control mix used in this study were supplied by the

Navy Toxicology Unit (NTU) and received by Litton Bionetics, Inc., in March 1973.

I The materials received consisted of the following:

Cyclonite (RDX) Mix: 20 bottles each containing 100 ml of a suspension of

RDX. The concentration was stated to be 60 mg/ml in a 1 percent aqueous solution

Ti of methylcellulose. This was identified as LBI Compound No. 705.

Trinitrotoluene (TNT) Mix: 20 bottles each containing 100 ml of a sus-

pension of TNT. The concentration was stated to be 2 mg/ml in a 1 percent aqueous =

solution of methylcelSulose. This was identified as LBI Compound No. 706.

Control Mix: 20 bottles each containing 100 ml of a 1 percent aqueous solu-

tion of methylcellulose. This was identifiee as LBI Compound No. 707.

( I
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I III. METHODS

IA. Compound Preparaition

After the compounds had been received at Litton Bionetics, the Sponsor

discovered a residue of acetone was present in each bottle as a result of the

process used to obtain a suspension of the material. In an effort to reduce

whatever effect the acetone might have on the test results, each bottle of RDX,

TNT, or Control Mix was mixed with the top off by means of a magnetic stirrer

under 10 to 15 pounds negative pressure for a period of eight hours.

I Just before dilution, the material was resuspended by gentle agitation

or swirling and the dilution was prepared acco'.2ing to the following procedure.

1. To prepare Group A dilution (conc: 4 mg P.DX/ml), dilute 33 ml of

RDX Mix up to 500 ml with I percent methylcellulose.

2. To prepare Group B dilution (conc: 0.4 mg ROX/mI), dilute 50 ml|- a

of Group A dilution up to 500 ml with 1 percent methylcellulose.
U

H4 3. To prepare Group C dilution (conc: 0.04 mg RDX/ml), dilute 50 ml

of Group B dilution up to 500 ml with 1 percent methylcellulose.

! q4. To prepare Group D dilution (conc: 0.4 mg TNT/ml), dilute 100 ml

of TNT Mix up to 500 ml with 1 percent methylcellulose.

S5. To prepare Group E dilution (conc: 0.04 mg TNT/ml), dilute 50 ml

of Group D dilution up to 500 ml with 1 percent methylcellulose.

I ~I 6. To prepare Group F dilution (conc: 0.008 mg TNT/ml), dilute

100 ml of Group E ailution up to 500 ml with 1 percent methylcellulose.

7. To prepare Group G (Control) dilution, dilute 100 ml of Control

Mix up to 500 ml with 1 percent methylcellulose.

1BIONETICS
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B. Animals

Forty-two (42) juvenile and adult cynomolgus (Macaca fascicularis)

monkeys equaliy divided as to sex were selected from a group of 43 animals made

available by authorized transfer frf1 hi other government projects. The animals

ranged in age frcm 36 to 56 months at the beginning of the study. The females

weighed 2.0 to 4.2 kg and the males 2.6 to 4.6 kg.

The animals were all born into the LBI colony and were hand-raised

(i.e., separated from their mothers and bottle fed) in the Kensington facility.

Their apparent good health was demonstrated by clinical examinations, biochemi-

cal and hematological tests. Intestinal parasitism is essentially absent in

house born a3nd reared primates in our colony. All animals had been tuberculin

tested intrapalpebrally at 12-week intervals since six months of age. Clinical

judgment of staff veterinarians throughout the pre-study and study periods deter-

mined the need for any treatment. By pre-arrangement, no treatment was insti-

tuted without checking with the study monitor at the Navy Toxicology Unit.

All animals were identified by a number assigned at birth and perma-

nently tattooed on the chest.

C. Husbandry

During the course of the study (and for approximately one year prior

to the study), the animals were individually housed in suspended wire cages in

one animal room which was separate from other LBI animals' roo.s.

The 42 animals on study were picked from a group of 43 which were

available. Because of this, it was necessary to use five animals which had

demonstrated high methemoglobin values during tUie pre:drug testing. Each of

these animals was placed into one of five separate test groups for two reasons: i

m!
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1. t would minirmiize the imnpact of the high methemoglobin values on

any one grouý

2. These ,&;I.als would be potentially more sensitive test systems in

tha., they had already demonstrated a predisposition to methemoglobin formation

"i-aei •we-al cirrumstances. Shculd the test compound have only a slight ten-

derit., - ause methem-ilobin for'ation, it might be demonstrated more readily

in trebe animals.

The groups selected to include these animals were Group A (high RDX),

Group C (low RDX), Group D (high TNT), Group F (low TNl) and Group G (Control).

All the &nimais had water ad -. bicum and were fed once daily with a

diet of commercial primate chow (Purina 25, Ralston Purina Co., St. Louis, Mo.).

IE 0D. Animal Groups

The 42 animals were divided into seveni treatment rroups, each containing

six animals (three males and three females). One group of six animals served

as cont.ois for bcth test compounds.

The animals were asslgnLJ to groups in as random a way as possible

f consistent with the following:

1. The animals with high nethetoglobin values (see Section C above)

i were distributed throughout five groups.

2. Because of the wide variation in body weights, the animals were

arranged so that total group weights for each sex were as-equal as possible.

The animals were then assigned cages within tVe testing room in a
tI

manner which evenly distributed the animals of the various groups and of both

sexes throl--,out the rzom. :

- ONETICS



Each test group was assigned a color as well as a letter designation

as indicated in the table below. Once cage assignments were made, a piece of

colored tape with the nunmer of the animal was affixed to the cage. (See

Section G - Compound Administration' The assigcnments are tabulated below.

raeColor

Do__sage/Day Code Male nt Female A
mots months

A high RDX Red B4050 39 83609 50
10 mg/kg) B3543 51 B3739 48

B3406 54 83733 48

B Medium RDX Blue 83952 43 83599 50
(I mg/kg) B3563 51 B3891 45

04093 38 B3718 49

C Low RDX Yellow 84254 36 83613 50
S(0.1 mg/kg) 83109 49 83646 50
i 83776 48 83617 so

& High TNT Green B3697 49 8?516 52 )
S(1 mo/kg) 83775 48 83928 44

B4301 36 B3857 46

= E Medium TNT Purple B3782 48 83720 49
(0.1 mg/kg) B3427 53 83608 50

83773 48 83863 45

F Low TNT Orange 83559 51 83818 47
(0.02 mq/kg) B3848 46 B3867 45

B4239 36 83860 45

G Centrol White 84046 40 8329? 56
B4238 36 83735 48
83628 50 84246 36

E. Physical Exa-ination _ -' ,

1. Gencral Examination

thA genel physical examination including a careful inspbcttic ofr
the general, condition of the animals anJ palpation was performed prior to I•,e

LIt
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j %tdrt of compound administration and was repeated during the tifth and ninth

weeks and at the close of the study.

1 2. Body Weights

Body weights were obtained before the onset of compound adminis-

tration and again during each week of study.

S3. Ophthalmoscopic Examination

An ophthalmoscopic examination utilizing a transilluminatlon light

and a direct ophthalmoscope was conducted prior to the start of compound admin-

istration and again at the close of the study. The animals were chemically

restrained with ketamine HCl (Ketasetl, and the pupils were dilated with tropic-

amide (Mydriacyf , Alccn).

4. E3~'~eryations

Careful daily observations were made far indications of ill health

or injury and for signs of systemic effects. These included general appearance,

appeti. , body excretions., motor activity, and behavior. In addition to the

r .•obse.vations which took pla_•i at the tim- - compound administration and feeding,

specific observations ware Aiso made early in the morning, late in the afternoon,

1 and at least once during the night.

F. ____asr Tests

The laborator eStý- ' c It-d, blc w p-n rfo -- f d once each in November

and Decemben 1972, a'aln just prior to starting tile Stu•,,y in March 1973, during

the f!fth aiid ninth weeks of tie study, and Just after compound administration

was stopped. Repeat deteminations were performed when aberrant or possibly

6bnormal values were obtained.

I f. W IO!4TC~|
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1. Hematology

- The following hematological determinations were performed:

complete blood count - including RBC, total and differential,
WBC, packed cell volume, hemoqlobin, ard reticulocyte count

Heinz body count
methemogl obin
RBC fragility test

2. Clinical Chemistry

Thn collection of blood for all of the following clinical chemistry

determinations was done after an overnight fast.

calcium total protein
phosphorus albumin
glucose bilirubin
BUN alkaline phosphatase
uric acid LDII

Scholesterol, total SGOT

3. Urinalysis

Urine was collected in aluminum pans suspended beneath the cages of

the animals. The pans were constructed and positioned so that they covered the

bottom of each cage and allowed the urine collected to flow directly into a col-

lecting bottle. Wire mesh over each pan was used to minimize fecal contamination.

Animals were watered from bottles during collection to prevent dilution of urine.

A metal splash guard on each side of each cage prevented cross splashing of urine

into adjacent pans. The following parameters were measured:

specific gravity sugar
pH ketones
bilirubin blood
peotein microscopic examination of sediment

A 24-hour sample was used to determine the urine giutamic-oxaloacetic

transaminase (UrineGOT) level.

BIONETICS [> L
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1 4. Sulfobromophthilein, (Bromsulfophthalein), Dye Clearance Test (BSP)

The BSP test is a liver function test based on the measurement of

the amount of time necessary for one half the ar.iount of sulfobromophthalein dye,

I• Bromsulfophthalein (BSP) to be cleared from the blood stream by the liver. It

was performed by the method of C. Cornelius, modified for the rhesus monkey by

W. F. Loeb of Bionetics. Application of this test to the cynomolgus monkey gave

no evidence that it was not equally valid in this species.

5. RDX and TNT in Plasma

The plasma level of each of the test materials was determined for

each animal at NTU by a method developed at that institution. The plasma level

determinations were obtained at five weeks and nine weeks and again after com-

pound administration was stopped. Additionally, plasma was obtained from three

animals at the time they demonstrated CNS disturbances during the study.

r
S( I 3G. Compound Administration

One week's supply of test and control mixes was prepared each Thursday

morning before, dosing and was used through the following Wednesday. On Thursday if

j. |afternoon each animal was weighed, and the dosage calculated for this weight was

put into effect the following day (Friday) and used through the next Thursday.

Each flask of diluted naterial was marked with a piece of colored tape, coded

for the particular dilution, and labeled by group letter and compound dilution

(control or low, medium or high of RDX or TNT). By matching the color on the =I;

cages and flasks, in addition to reading the animal number,, the chances of mis-

takes in compound administration were minimized.

The test tompounds were administered seven days per week, usually

•between 10:00 a.m. and noon. (OccasiiAally the bleeding schedule caused a

'4 slight delay in the start of compound administration.)-

_ W BIONETICS
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I The administration was by oral-gastric intubation as this assured a

J { correct amount of drug delivery to the animal and eliminated the possibility of

animals not eating all of the vehicle in which the drug might be mixed.

-i (At the beginning of the study, the animals were fed at 8:00 a.m. with

compound administration following at 10:00 a.m. On Day 1 one animal vomited
I r during the intubatlon process or irmmediately afterwards, and on Day 2 this occurred

in three animals. On Day 3 of the study, therefore, the schedule was changed so

that intubation occurred between 10:00 a.m. and nonn and the animals were fed

M' between 1:00 and 2:00 p.m.

IM Any animal which had an episode of emesis during the intubatlon process

itself, while the tube was being withdrawn, or within one hour following intubatlon,

was reintubated immnediately and the original dose of test compound re-madministered.

Animals which demonstrated emesis more than one hour after intubation w:ere not

I retreated.

IV. RESULTS

Because this study used only three animals of each sex in each dosage group,
y• no formal statistical analysis is considered justifiable. A mean for each group

is presented to facilitate comparisons. The significance or lack thereof of dif-

ferences between groups is based upon the judgment of the experimenters.

A. Physical Examinations

~ There were no untoward effects observed during the scheduled physical

examinations which could be attributed to compound administration.

* I;:
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1.B. Body Weight

It appears that there was a loss of about 10 percent of body weight

during the first week of compound administration. Most animals did not, regain

- all the lost weight although there was a return towards the initial values.I

This would not normally be expected in a group of young and, presumably, growing

animals. The weight loss occurred in the control as well as all groups of test

animals and can probably be attributed in part to the stress of cconpound adminis-

tration each day. An effect of the test compounds is suggested by the fact that

the test animals did not regain as much weight as the controls. (See Table 1.)

C. Ophthalmoscopic Examination

Ophthalmoscopic examination revealed no effects on the eyes of the test

animals which could be attributed to the administration of the test compounds.

D. Daily Observations

For the most pa-rt, the animals remained alert and active during the

E R entire course of the study. The test compounds had minimal effect in general phys-

ical activity, and the appetites of the animals remained good with few exceptions.

Emesis and CNS disturbances were the major exceptions to the normal

status of the animals.

1. Emesis

As indicated in Section 11IG., several animals demonstrated gagging

upon oral-gastric tube passage. Since this resulted in loss of the food consumed

when monkeys were fed prior to compound administration, the schedule was changed

i so that feeding occurred two to three hours postcompound administration.

BIONETICS
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ii mIndividual cases of emesis are recorded below:

i I Animal

Number Date Time Emesis Occurred

[ CONTROL - One animal vomited once.

4046 5/21/73 Emesis in a.m.I LOW RDX (0.1 mg/kg) - One animal vomited once.

4254 5/13/73 Emesis during night.

MEDIUM RDX(I. mglk - Three animals vomited 1 to 3 times each.

S3952 5/R2/73 Emesis when tubed; held compound
second time.

6/24/73 Emesis when first tubed; retubed.

7/17/73 Emesis at tubing; retubed.

3563 8/08/73* Emesis during day.

4093 6/24/73 Emesis a.m.

l 6/25/73 Emesis during night. F

SHIGH RDX (10 mg/kg) - Five animals vomited 3 to 10 times each

4050 5/13/73 Emesis during night and during
thaut day.

5/16/73 Emesis during day.

Ii6/05/73 Emesis during a.m.

3543 5/11/73 Emesis with convulsions observed
by nightman.

5/15/73 Emesis at tubing; retubed.

5/17/73 Emesis at tubing; retubed. V

6/02/73 Emesis at tubing; retubed.

6/03/73 f.mesis at tubing; retubed.
S6/04/73 Emesis at tubing; retubed; someemesis again.

6/05/73 Eniesis at tubing; retubed.

7/13/73 Emesis at tubing; retubed.

7/23/73 Emsis at tubing; retubed.

8/06/73 Emesis at tubing; retubed.

-N W BIONETIC$
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Animal
Number Date Time Emesis Occurred

HIGH RDX (10 mg/kg) cont'd

3739 5/11/73 Emesis at 2:25 p.m.

5/21/73 Emesis a.m.

6/05/73 Emesis a.m.

3406 5/11/73 Emesis at 2:25 p.m.

5/14/73 Emesis during night.

5/20/73 Emesis a.m.

5/21/73 Emesis a.m.

3609 5/21/73 ETesi s a.m.

5/25/73 Emesis a.m.
6/05/73 Emesis a.m.

8/05/73 Emesis when tubed.

LOW TNT (0.02 mg/kg) - Two animals vomited 1 or 2 times each.

3559 5/13/73 Emesis during night.

6/30/73 Emesis a.m.

3848 5/21/73 Emesis a.m.

MEDIUM TNT (0.1 mg/kg) - One animal vomited once.

3773 8/08/73* Emris during day.

HIGH TNT (I mg/kg) - Two animals vomited 1 or 3 times each.

3857 6/13/73 Heavy emesis a.m.

7/04/73 Emesis a.m.

8/08/73* Emesis during day.

3928 8/08/73* Emests during day.

*These episodes of emesis occurred on the day following the last day of compound
administration.

BIONETICS
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2. CNS Disturbances

There were nine instances (in five different monkeys) when animals

were observed to be having CNS disturbances. These all occurred in a•nimals re-

ceiving the high dose level of RDX. Individual documentation of these is provided

below. After the CNS disturbance in Animal lo. B4050 on June 16, 1973, the Spon-

sor requested that, if possible, plasma be obtained for RDX levels during any

future occurrences. Three such samples were obtained. These values are included

in the reports below.

Animal No. B3733

June 26, 1973 (after the 48th dose): The animal was observed at

2:00 p.m. sitting in its cage and shaking. It then fell over to a prone position.

There was heavy, ropy salivation with food still in the pouches of the animal.

(It had been fed 30 minutes before.) When picked up four minutes later, the ani-

mal sat up and gave little resistance to handling. The plasma level of RDX was

3.2 ug/ml.

July ý.*, 1973 (after the 57th dose): The animal had received ketamine

HCl as a part of the ophthalmoscopic examination at 2:45 p.m. At 4:05 p.m., the

animal was observed to be lying down in its cage with steady jerking movements

of the limbs. When touched, the entire animal began to shake with tonic-type

convulsions.

Animal No. e4050

June 13, 1973 (after the 35th dose): As observed by the night tech-

nician, the animal was found in a tonic-type convulsion and urinatin-. The eyes

were open and the pupils dilated. The convulsion lasted approximately 45 to 55

seconds. The animal then became very sensitive to sounds ("jumpy") and salivated F
wONETiCK
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profusely. There was no response to touch. After a recovery period of 1 to

F 1-1/2 minutes, the animal began to eat, and all was normal except that the pupils

remained dilated.

June 16, 1973 (after the 38th dose): The animal was found having

a tonic-type convulsion with urination, dilated pupils and salivation. The ani-

mal responded to sound, but not to touch. Recovery occurred over a 1 to 1-1/2

[ minute period.

Animal No. B3543

May 11, 1973 (after the 2nd dose): The animal was observed at

10:00 p.m. to be lying down In the cage and trembling. The pupils were dilated,

[ and the head back. This lasted 1-1/2 to 2 minutes. Then there was slow improve-

H ment. The animal gripped the cage bars and finally sat back up. The animal

seemed more aware of its surroundings. Recovery took 5 minutes.

Animal No. 83739

June 12, 1973 (after the 34th dose): The animal was acting in an

P- unusual manner (unsteady, easily caught) when caught for the morning intubation.

Shortly after the intubation dosing, the animal was observed lying in the cage

in a tonic-type convulsion. It had pinpoint pupils and was salivating. It would

P lie quietly in the cage and then twitch. The body temperature was less than 93 0 F,

and the gums were pale. The animal was given parenteral fluids and put on heat.

Within an hour, the pupils were more normal in size. The animal was still lying

down at 3:00 p.m., and fluids were again administered parenterally at that time.

At 4:30 p.m., the animal started to move about. It would still have tonic-type

i twitches when touched. The eyes appeared normal and reacted to light. When I

returned to its cage, it grasped the cage bars.

NW LBIONETICS 
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1 June 13, 1973 (after the 35th dose): During the morning of June 13,

the animal was observed to be hunched over with its chin resting in the water

bowl (which had been put in the cage since the animal had appeared too weak to

J obtain water at the drinking valve the night before). The animal was stiff, the

pupils pinpoint, and the cheek pouches stuffed with the paper cage-lining material.

When placed on the edge of an examination table, the animal stood upright andZ - lurched forward. It would have fallen if not restrained. With concurrence of

the Sponsors, the animal was killed at noon. The plasma level of RDX at euthanasia

was 2.0 ug/ml.

Animal No. B3609

May 21, 1973 (after the 12th dose): The animal was found lying on

the cage floor at 1:20 p.m. She sat up a short time later but seemed depressed

for the rest of the afternoon and did not eat well tfat day.

SJune 29, 1973 (after the 51st dose): The animal was found lying on V

the cage floor markedly depressed at 2:35 p.m. By 2:40 p.m. she was sitting up.

There was a moderite amount of salivation. The plasma level of RDX was 3.7 ug/ml.

This animal displayed a poor appetite for most of the study period.

3. Other Conditions of Note

Animal No. B3891, Medium RDX

This animal displayed a poor appetite for most of the period of the

study.

Animal No. B3609, High RDX

This animal displayed a poor appetite for most of the peried of the

study.

BINTC
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Anima, No. B3406, High RDX

June 6, 197? (after the 28th dose): The right humerus of this ani-

m mal sustained a spiral midshaft fracture during the capture process for intubation.

During the afternoon of the same day, the animal was given ketamine HCI and atro-

pine and then anesthetized with pentobarbitol Na (NembutaA "to effect." The

3 fracture was reduced, and a pin inserted by the open method. There was a com-

pletely routine post-operative recovery and healin- process. Daily administration

I of the ROX continued throughout the episode.

Animal No. B3559, Low TNT

This animal had a poor appetite on June 27, 1973, and on June 28

was observed to vomit up a black material. The animal salivated profusely and

would lie down in the cage whenever no one was present. Through June 29 the ani-

I mal appeared quite depressed and was observed to be unsteady in the cage (weaving

and groggy in appearance). Its appetite was poor; the animal ate more during the

night of June 29/30, and 75 cc of fluids were administered parenterally on June 30.

I By the afternoon of 1,,e 30, the animal was only slightly depressed, and this im-

proved to near nor;al by July 1.

Animal No. B3818, Low TNT

This animal had numerous episodes of diarrhea with blood and mucous

during the study period. She had had these during the pre-drug period but was put

If on study due to a shortage of animals. The diarrhea was, for the most part,

refractory to treatment.

Anim-al No. B3516, High TNT -

On the morning of May 19, 1973, a small amount of a clear mucous

material was found in the drop pan. The source was unknown, and the anirkil dis-

played no signs of illness.

BIONETICS
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E. Laboratory Tests

1. Hematology

The values obtained fc'r the complete blood counts are presented in

Table 2. The scattered instances nf abnormal values completely fail to fall into

any pattern suggesting compound effects.

The Heinz body counts are presented in Table 3. I1o compound effects

I F are indicated.

The methemoglobin deteminations are presented in Table 4. The(
2 occasional individual elevated values are inconsistent and of no toxicological

importance.

The values for (erythrocyte) fragility are presented in Table 5.

No compound effects are revealed.

2. Clinical Chemistry

The results of the several blood analyses are presented in Table 6.

The scattered deviations from normal ranges appear to have no toxicological

significance.

.Urinalysis

!( Routine and microscopic examination of urine provided the results

n presented in Table 7. There do not appear to be any significant deviations from

normal.

The urinelutamic-oxaloacetic transaminase (UrineGOT) values are

presented in Table 8. The scattered values which might be considered abnormal

show r . ttern of toxicological Importance.

4. Sulfobronophtalein, (Bromsulfophthalein), Dye Clearance Test (BSP)

The results of BSP excretion tests are presented in Table 9. No

S~important deviations from normal were seen. t-

13IONETIC
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5. RDX and TNT in Plasma

The results of the analysis of plasma samples for RDX and TNT are

presented in Table 10.

F. Postmortem Examination

The organ weights, gross necropsy findings, incidence of microscopic

findings, detailed death report on the one monkey which became moribund (b3739)

and a siTmrary of pathology signed by the pathologist are included as an Appendix.

Only two apparent differences between control and treated animals were

noted. Necrotic and degenerative megakaryocytes were noted in all bone marrow

sections, but two specimens in the high TNT group had no normal megakarycocytes.

This is a toxic manifestation and may be related to thrombocytopenia, but the

association cannot be made in this study since no platelet counts were made. The

other difference (between control and high dosage groups of both RDX and TNT) is

in the amount of iron-positive material in liver cord cell cytoplasm. The toxi-

cologic importance of this finding is uncertain.

Submitted by:

Director, Laboratory of Animal
Medicine and Science

Dirctolr &M xmle o0Pharwico~logy an Toxteololp

SppN~tl
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V. PATHOLOGY SUMMARY

At the time of necropsy the following organs were removed and weighed:

thyroid, heart, liver, kidneys and adrenal glands. The weights are given in a

T separate table.

Selected tissues were processed for microscopic examination. These were

sections of stomach, small intestine, lung, heart, kidneys, liver, spleen, thy-

- |roid, bone -marrow, adrenal glands, brain and any lesions from each mionkey in

the control and the two high dose groups. Liver, kidney, spleen and any lesions

were examined from each of the monkeys in the other groups (low and intermediate).

Necrotic and degenerate megakaryocytes were noted in the bone marrow sec-

tions. Twenty-five megakaryocytes from each monkey bone marrow were examined

and classed as necrotic, degenerate or normal. There appeared to be a difference

between the high TNT group and the control and high RDX groups in that there were

two specimens, 83516 and B3857, in which no normal wegakaryocytes were seen.

This is a toxic manifestation and may be related to thrombocytopenia, however,

platelet counts w re not performed so a further correlation can not be made.

f• Hemosiderin was noted in sections of bone marrow, intestine, liver and

spleen. It was felt there might be a difference between the three groups, there-

mii fore a Prussian blue stain for iron was done on sections of bone marrow, intes-

tine, liver and spleen from the control, high RDX and high TNT groups. The only

readily apparent difference appears to be in the amount of iron-positive material

present in the cytoplasm of the liver cord cells. It is greater in the high RDX

and high TNT groups than in the control group.

October 10, 1973 U.a-,,-. , V,
Marion G. Valerio, D.V.M.
Veterinary Pathologist-

H W BIONETICS
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* A- 34
LITTON BIONETICS, lINC.

-i TABLE 3

HEMATOLOGY - HEINZ BODIES

MONKEY NO. WEEKS OF DRUG ADMINISTRATION

AND SEX Pre 4 8 13

ROX - 10 MGIKG

84050 (M) Neg. Neg. Neg. Neg.
83543 (M) Neg. Neg. Neg. Neg.
B3406 (M) Neg. Neg. Neg. Neg.

B3733 (F) Neg. Neg. Neg. Neg.
B3609 (F) Neg. Neg. Neg. Neg.
B3739 (F) Neg. eead Dead

RDX - 1 MG/KG

B3952 (M) Neg. Neg. Neg. Neg.
83563 (19 Neg. Neg. Neg. Neg.
B4093 (Mi Neg. Neg. Neg. Neg.

B3599 (F) Neg. Neg. Neg. Neg.
B3891 (F) Neg. Neg. Neg. Neg.
83718 (F) Neg. Neg. Neg. Neg.

""-. KGOX - 0.1 Po/KG

B4254 (M) Neq. Neg. Neg. Neg.
83776 (M) Neg. Neg. Neg. Neg.
83709 (M) Neg. Neg. Neg. Meg.

B3613 (F) Neg, Neg. Neg. Neg.
B3646 (F) Neg. Neg. Neg. Neg..
B3617 (F) Neg. Neg. Neg. Neg.

- kI.

Ito
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LITTON IONETIC I, INC.

TABLE 3 (continued)

HEMATOLOGY - HEIN4Z BODIES

MON~KEY NO. WEEKS OF DRUG ADMINISTRATION

"AND SEX Pre 4 8 13

TNT - 1 MG/ItG

B3697 (M) Neg. Neg. Neq. Neg.
B3775 (M) Neg. Neg. Neg. Neg.
B4301 (M) Neg. Hea. Neg. Neg.

83857 (F) Neg. Neg. Neg. Neg.
B3516 (F) Neg. Neg. Neg. Neg.
83928 (F) Neg. Neg. Neg. Neg.

TNT - 0.1 MG/KG

B3782 (M) Neg. Neg. Neg. Neg.
B3773 (M) Neg. Neg. Neg. Neg.
B3427 (M) Neg. Neg. Neg. Neg.

- B3720 (F) Neg. Reg. Neg. Neg.
B3608 (F) Neg. Neg. Neg. Neg.

H B3863 (F) reg. Neg. Neg. Neg.

I TNT- 0.02 MG/KG

83559 (M) Neg. Nag. Neg. Neg.
83848 (M) Neg. Neg. Neg. Neg.
B4239 (M) Neg. Neg. Neg. Neg.I

83818 (F Neg. Neg. Neg. Neg.
183867 (F) Neg. Neg. Neg. Neg.

B3860 (F) Neg. Neg, Neg. Neg.

Am-

E'A Jo|



A- 36
LITTON BIO-ETICS, INC.

TABLE 3 (continued)

HEMATOLOGY - HEINZ BODIES

MONKEY NO. WEEKS OF DRUG ADMINISTRATION

-AND SEX Pre 4 8 13

CONTROL

B4046 (M) Neg. Neg. Neg. Neg.

B4238 (M) Neg. Neg. Neg. Neg.
B3628 (M) Neg. Neg. Neg. Neg.

B3297 (F) Neg. Neg. Neg. Neg.
B4246 (F) Neg. "leg. Neg. Neg.
B3735 (F) Neg. Neg. Neg. Neg.

I-I
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LITTON BIONETICS, INC.

S~TABLE 4

HEMATOLOGY - METHEMOGLOBIN
(• saturation)

WEEKS OF

M PRE-DRUG DRUG ADMINISTRATION
SMONKEY NO.

AND SEX 26 WWks 4 8 13

SRDX 10 MG/KG

B4050 (M) 8.6* 12.0* 8.4* 10.9* 0.0*
i B3543 (M) 0.0 2.3 3.1 4.1* 0.0*

B3406 (M) 0.0 0.0 0.0 0.0 0.0

SMean 2.9 4.8 3.8 5.0 0.0

B3733 (F) 0.0 1.8* 0.0 0.0* 0.0

B3609 (F) 0.0 0.0 4.5 11.0* 3.6

B3739 (F) 0.0 2.9 4.9 Dead Dead

Mean 0.0 1.6 3.1 5.5 1.8

RDX - 1 MG/KG

B3952 (M) 0.0* 0.0 14.0* O.0* 0.0*

83563 (M) 0.0 0.0 0.0* 9.4* 0.0*

84093 (M) 0.0 3.1 7.9* 7.4* 0.0

Mean 0.0 1.0 7.3 5.6 0.0

B 83599 (F) 0.0 0.0 0.0 0.0 0.0*

83891 (ri 0.0 0.0 0.0 0.0 0.0*

83718 (F) 0.0 0.0 0.0 0.0* 1.3

Mean 0.0 0.0 0.0 0.0 0.4

RDX -0.1 MG/KG,

B. 4254 ff4) 0.0 0.0 1.8 1.5* 2.3
83776 fMl 0.0 0.0 0.0 0.0* 0.0

"U3709(N 0.0 0.0 0.0* 0.0* 1.3

S tan 0.0 0.0 0.6 0.5 1.2

83613 IF) 0.0 9.6* 0.0 13.7* 0.0*

B3646 F 0.0 0.0 0.0* 1.7* 0.0*

83617 F 0.0 2.2 0.0 0.0* 0.0

SMear, 0.0 3.9 0.0 5.1 0.0

*Repeat values.
I•.



LITTON BIOIHETICS, INC. 
A-38

T;BLE 4 (continued)

HEMATOLOGY - METHEMOGLOBIN
(% saturation)

WEEKS OF
PRE-DRUG DRUG ADMINISTRATION

MONKEY NO. 481
AND SEX 26 Wks 10 Wk _4 8 13

TNT- I MG/KG

B3697 (M) 0.0 12.6* 17.6* 20.4* 9.5*

B3775 (M) 0.0 0.0 0.0 0.9* 0.0*
B4301 (M1) 0.0 0.0 0.0 12.2* 0.0

Mean 0.0 4.2 5.9 11.2 3.2

B3857 (F) 0.0 0.0 0.0 2.1 0.0

83516 (F) 0.0 4.9* 13.4* 3.5* 4.2*

83928 (F) 0.0 0.0 0.0 12.2* 0.0*

Mean 0.0 1.6 4.5 5.9 1.4

TNT - 0.1 MGKG

B3782 (M) 0.0 0.0 6.0 0.0* 0.0*

B3773 (M) 0.0 0.0 0.0 3.6 0.0*

03427 (M) 0.0 0.0 0.0 0.0* 0.0

Mean 0.0 0.0 2.0 1.2 0.0

B3720 (M) 0.0 0.0 0.0 0.0* 0.0*

B3608 (M) 0.0 0.0 0.0 4.4* 0.0

B3863 (M) 0.0 2.3* 11.1* 22.1* 1.7

Mean 0.0 0.8 3.7 8.8 0.6

TNT -0.02 MG/KG

B3559 (M) 0.0 1.5 0.0 1.9 0.0
B384•8 (M) 0.0 0.0 4.6 0.0* 0.0*
84239 (M) 0.0 3.5 2.2 0.0* 1.7

Mean 0.0 1.7 2.3 0.6 0.6

83818 (F) 0.0* 12.4* 12.1* 11.6* 3-3*3 8367 (F) 0.0 3.9* 2.9 5.8* 0.0`*
M3860 F) 0.0 0.0 0.0 1.8 0.0

Mean 0.0 5.4 5.0 6.4 1.3

*Repeat values.



LITTON BIONETICS, INC. -

TABLE 4 (continued)

HEMATOLOGY - METHEMOGLOBIN
(% saturation)

WEEKS OF
SPRE-DRUG DRUG ADMINISTRATION

MONKEY NO.

AND SEX 26 Wks 10 Wks 4 8 13

CONTROL

B4046 (M) 0.0 0.0 1.2 11.3* 0.4
B4238 (M) 0.0 6.7* 9.4* 14.5* 10.5*
B3628 (M) 0.0 3.0 9.0* 15.1* 0.0*

Mean 0.0 3.2 6.5 13.6 3.6

B3297 (F) 0.0 0.0 0.0 6.3* 0.0*
84246 (F) 0.0 0.0 0.0 0.0* 0.0
B3735 F 9.9* 0.0 0.0 4.5 0.0*

Mean 3.3 0.0 0.0 3.6 0.0

Ur
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LITTON BIONETICS, INC.

TABLE 5

HEMATOLOGY - RED CELL FRAGILITY

RDX - 10 MG/KG

MONKEY NO.
AND SEX % NaCI % HEMOLYSIS

26 WEEKS PRE-DRUG

B4050 (M) Max. .30 100
Min. .50 1.3

B3543 (M) Max. .30 100
Min. .55 1.9

B3406 (M) Max. .30 100
Min. .60 1.5

Mean Max. .30 100
Min. .55 1.6

"24 WEEKS PRE-DRUG

B4050 (M) Max. .30 100

Min. .50 1.4

83543 (M) Max. .35 100

Min. .65 1.3

*B3406 (M) Max. .30 100

"Min. .55 8.0

Mean Max. .32 100
Min. .57 3.6

10 WEEKS PRE-DRUG

* B4050 (M) Max. .30 100
Min. .50 1.6

B3543 (M) Max. .30 100
Min. .55 1.1

B3406 (M) Max. .35 100
II Min. .55 4.3

Mean Max. .32 100
"Mn. .53 2.3

*Repeat values.

I . V



A- 41

LITTON BIONETICS, INC.

TABLE 5 (continued)

HEMATOLOGY - RED CELL FRAGILITY

RDX - 10 MG/KG

MONKEY NO.

AND SEX % NaCi % HEMOLYSTS

4 WEEKS

B4050 (H) Max. .30 100
Min. .50 5.0

B3543 (M) Max. .30 100
Mir.. .55 2.0

B3406 (M) Max. .30 100
Min. .50 2.0

"Mean Max. .30 100

Min. .52 3.0
Si

8 WEEKS

*B4050 (M) Max. .30 100

Min. .50 1.6

B3543 -(M) Max. .30 100
Min. .55 1.2

B3406 (M) Max. .35 100
Min. .50 11.1

Mean Max. .32 100
Min. .52 4.6

I

13 WEEKS

84050 (H) Max. .30 100
-Mn. .65 1.4

S:B3543 (M) Max. 35 100

I iH Min. .55 2.5

SMax. .30 100
8in. .55 1.6

Mean Max. -. 32 100
Min. .58 1.8

*Repeat values.

A.



LITTON BIONETICS, !NC. A-42

TABLE 5 (continued)

HEMATOLOGY- RED CELL FRAGILITY

RDX - 10 MG/KG

MONKEY NO.

- AND SEX % NaCi % HEMOLYSIS

26 WEEKS PRE-DRUG

B3733 (F) Ma-. .30 100
Min. .55 12.7

B3739 (F) Max. .35 100
Min. .55 6.2

B3609 (F) Max. .30 100
Min. .60 0.9

Mean Max. .32 100
Min. .53 6.6

24 WEEKS PRE-DRUG

B3733 (F) Max. .30 100
Min. .50 1.5

B3739 (F) Max. .35 100
Min. .55 1.5

B3609 (F) Max. .30 100
Min. .55 3.3
Max. .32 100

Mean Min. .53 2.1

10 WEEKS PRE-DRUG

*B3733 (F) Max. .35 100
Min. .55 0.5

B3739 (F) Max. .35 100
i Min. .55 5.7

B30.9 (F) Max. .30 100
Min. .55 5.1

Mean Max. .33 100
Min. .55 3.8

*Repeat values.

I : "
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LITTON BIONETICS, INC.

TABLE 5 (continued)

HEMATOLOGY - RED CELL FRAGILITY

RDX - 10 MC/KG

I
MONKEY NO.

AND SEX % NaCI % HEMOLYSIS

4 WEEKS

B3733 (F) Max. .30 'O0
Min. .60 2.0

B3739 (F) Max. .30 100
: Min. .50 3.0

B3609 (F) Max. .35 100
Min. .50 6.0

Mean Max. .32 100
Min. .53 3.7

8 WEEKS

B3733 (F) Max. .30 100
Min. .55 1.6

B3739 (F) Max.
Min.

B3509 (F) Max. .35 100
Min. .50 7.5

Mean Max. .33 100
Min. .53 4.7

13 WEEKS

*83733 (F) Max. .30 100
Min. .45 10.6

8 83739 (F) Max.
Iio Min.

83609 (F) Max. 0.0 100

Min. .50 3.2

Mean Max. .15 100B Min. .48 6.9 :;•

*Repeat values. -I
I"
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LITTON BIONETICS, IDC.

TABLE 5 (continued)

HEMATOLOGY - RED CELL FRAGILJTY

RDX - 1 MG/KG

U 1  MONKEY NO.

AND SEX % NaCl % HEMOLYSIS

26 WEEKS PRE-DRUG

B3952 (M) Max. .30 180
M Min. .55 0.9

B3563 (M) Max. .30 100
Mini. .60 0.9

B4093 (M) Max. .35 100
Min. .60 2.0

Mean Max. .32 100
Min. .58 1.3

24 WEEKS PRE-DRUG

B3952 (M) Max. 0.0 100
Min. .50 2.4

133563 (M) Max. .35 100
Min. .55 !.C

B4093 (M) 4ax. .30 100
Min. .60 1.5

Mean Max. .22 100
Min. .55 1.8

10 WEEKS PRE-DRUG

B3952 (M) Max. .30 100
Min. .50 3.4

B3563 (M) Max. 0.0 100- JMin. .55 5.0

B4093 (M) Max. .30 100
n Min. .55 3.9

Mean Max. .20 100
Mir.. .53 4.1

I.II

U•- .|
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LITTON BIONETICS, INC.

TABLE 5 (continued)

HEMATOLOGY - RED CELL FRAGILITY

RDX- 1 MG/KG

MONKEY NO.

AND SEX % NaCl % HEMOLYSIS

4 WEEKS

33952 (M) Max. .30 100
Min. .55 12.0

B3563 (M) Max. 0.0 100

Min. .55 3.0

84093 (M) Mx. .35 100
Min. .60 3.0

Mean Max. .22 100
Min. .57 6. u

8 WEEKS

83952 (M) Max. .30 100
Min. .55 1.1

B3563 (M) Max. .30 ,00
Min. .55 1.5

B4093 (M) Max. .3X 100
Min. .55 1.8

Mean Hax. .30 100

SMin. .55 1.5

13 WEEKS

B3952 (M) Max. .30 100
- i Min. .50 4.2

B3563 (M) Max. .30 100
"Min. .60 1.4

64093 (M) Max. .30 100
Min. .65 1.4

Mean Max. .30 100
Min. .58 2.3

I 3

.1
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LITTON BIONETICS, INC.

TABLE 5 (continued)

HEMATOLOGY - RED CELL FRAGIL!,IY
4

ROX -1 MG/KG

MONKEY NO.
AND SEX % NaCI % HEMOLYSIS

26 WEEKS PRE-DRUG

b3599 (F) Max. .35 100
Min. .55 1.0

B3891 (F) Max. 0.0 100
Min. .GO 1.6

83718 (F) Max. .35 100
Min. .65 4.6

Mearn Max. .23 100
Min. .60 2.4

24 WEEKS PRE-DRUG

B3599 (F) Max. .35 100
Min. .50 27.2

83891 (F) Max. .30 100
Min. .55 1.5

*83718 (F) Max. .30 100
Min. .55 1.4

Mean Max. .32 100
Min. .53 10.1

10 WEEKS PRE-DRUG

B3599 (F) Max. .40 100
Min. .60 0.9

83891 (F) Max. 0.0 100
n. Min. .60 1.3

83718 (F) Max. .35 100
Min. .60 1.4

Mean Max. .25 100

Repeat values.

*~peat



LITTON BIONETIC3, INC.I TABLES5 (continued)

HEMATOLOGY - RED CELL FRAGILITY

RDX - 1 MG/KG

I MONKEY NO.
AND SEX % NaCl % HEMOLYSIS

4 WEEKS

r3599 (F) Max. .40 100

rMin, .60 4.0

B3891 (F) Max. .30 100
Min. .60 3.0

B3718 (F) Max. 0.0 100
Min. .55 4.0

Mean I~x. .23 100
Min. .58 3.7

8 WEEKS

B3599 (F) Max. .35 100
Min. .50 9.2

B3891 (F) Max. .30 100
Min. .55 3.4

B3718 (F) Max. .30 100
Min. .55 6.2

Mean ras. .32 100
Min. .53 6.3

FBI 
13 WEEKS

B3599 (F) Max. .35 100

r Min. .55 1.3

B3891 (F) Max. .30 100

l Mlin. .60 1.6

B3718 (F) Max. .30 100
Ml,. .65 1.4

Mean M•x. .32 100
Min. .60 1.4 o

HL

A' " -
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LITTON BIONETICS, INC.

TABLE 5 (continued)

HEMATOLOGY- RED CELL FRAGILITY

RDX - 0.1 MG/KG

MONKEY N0.

AND SEX N NaCl % HEMOLYSIS

26 WEEKS PRE-DRUG

B4254 (M) Max. .30 100
Min. .60 0.8

83776 (1) Max. .35 100
Min. .50 6.4

B3709 (M) Max. .35 i00
Min. .55 2.0

Mean Max. .33 100
MMin. .55 3.1

'24 W:EKS PRE-DRUG

84254 (M) Max. .35 100

M.in. .55 0.9

83776 (M) Max. .30 100
Min. .45 22.2

B3709 (M4) Max. .35 100
Mir. .60 1.5

Mean Max. .33 100
Mlin. .53 8.2

10 WtEEKS PRE-DRUG
B4a54 (M) Mx. .35 100

5Min. .55 1.7

Bi 83776 (H) Max. .35 100nin. .50 6.2

I B -3709 (M) Max. .35 100

S1 " Min. .60 0.5

Mean Max. .35 100
fm Min. .55 2.8

U
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LITTON BIONETICS, INC.

TABLE 5 (continued)

HEMATOLOGY - RED CELL FRAGILITY

RDX - 0.1 MG/KG

MONKEY NO.
AND SEX % NaC' % HEMOLYSIS

4 WEEKS

B4254 (M) Max. .35 100
Mir. .60 3.0

ft B3776 (M) Max. .30 100
SMin. .55 3.0

37?09 (M) Max. .35 100
Min. .65 3.0

Mean Max. .33 100
Min. .60 3.0

8 WEEKS

84254 (M) Max. .35 '00
Min. .65 0.5

83776 (M) Max. .30 100
Min. .50 1.0

,,3709 (M) Max. .35 100
Min. .50 14.3

Mean Max. .33 100
Mlin. .55 5.3

13 WEEKS

I *L4254 (M) Kax. .30 100
Min. .50 4.2

83776 (M) Max. .30 1004in. .50 3.2_

8B3709 (M) Max. .35 100 }

SMiin. .55 1.6

Man Max. .32 100
Min. .52 3.0

*Repat. values.
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LITTON BIONETICS, 
INC.

TABLE 5 (continued)

HEMATOLOGY - RED CELL FRAGILITY

RDX - 0. MG/KG

I
MONKEY NO.

AND SEX % NaC1 l HEMOLYSIS

26 WEEKS PRE-DRUG

B3613 (F) Max. .30 100
Min. .50 5.7

B3646 (F) Max. .35 100
i Min. .55 10.4

83617 (F) Max. .35 100
Min. .55 1.0

Mean Max. .33 100
Min. .53 5.9

24 WEEKS PRE-DRUG

B3613 (F) Max. .35 100

Mi. .65 1.5

B3646 (F) Max. 0.0 100
Min. .60 1.4
Miri

B3617 (F) Max. .35 100

Min. .60 1.7

Mean Max. .23 100
Min. .62 1.5

10 WEEKS PRE-DRUG

B3613 (F) Max. .30 100
SMin. .55 1.6

83646 (F) Max. .35 100

mIn. .55 3.5

B3617 (F) Max. .35 100
Min. .55 3.3

Mean Max. .33 100
Ni Mn. .55 2 8

i kV
I
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TO 0 CTABLE 5 (continued)

I HEMATOLOGY - RED CELL FRAGILITY

RDX - 0.1 MG/'KG

M3NKEY NO.
I AND SEX I NaCI % HEMOLYSIS

4 WEEKS

8 1 83613 (F) Max. .30 100
1 Mn. .55 2.0

83646 (F) Max. .30 100
Min. .50 28.0

B3617 (F) Max. 0.0 100
Min. .55 3.0

Mean Kx. .20 100
T, Min. .53 11.0

8 WEEKS
B3613 (F) Max. .35 100

Min. .55 2.9

83646 (F) Max. .35 100
Min. .60 12.1

i -C ---

B3617 (F) Max. .30 100
Min. .55 5.3

I

YPean Max. .33 100
Min. .57 6.8

13 WEEKS

83613 (F) Max. .30 100
Min. .55 1.3

83646 (F) hax. .30 100
""i Kn. .60 5.5

836171 (F) Max. .30 100
Min. .55 6.6

Meci MAX. .30 100

H Min. .57 4.5
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LITTON BIONETICS, INC.

I TABLE 5 (continued)

HEMATOLOGY - RED CELL FRAGILITY

TNT - I MG/KG

I MONKEY NO.

AND SEX % NaCI % HEMOLYSIS

T 26 WEEKS PRE-DRUG

83697 (M) Max. .30 100
Min. .55 2.4

83775 (M) Max. .40 100
Min. .55 18.2

B4301 (M) Max. .30 100
Min. .55 1.9

Mean Max. .33 100
Min. .55 7.5

24 WEEKS PRE-DRUG

83697 (M) Max. .35 100
Hin. .60 1.4

83775 (M) Max. .35 100
Min. .55 10.1

B4301 (M) Max. .35 100
Min. .65 1.5

Mean Max. .35 100
Min. .60 4.3

'80 WEEKS PRE-DRUG

B3697 (M) Max. .35 100
Min. .55 1.4

83775 (M) Max. .30 100
Kin. .55 5.9

84301 (M) Max. .35 100
Min. .60 0.2

Mean Max. .33 100
Min. .57 2.5

......
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LITTON BIONETICS, INC.

TABLE 5 (continued)

HEMATOLOGY - RED CELL FRAGILITY

TNT - 1 MG/KG

MONKEY NO.

AND SEX % NaCl % HEMOLYSIS

4 WEEKS

B3697 (M) Max. .35 100
Min. .55 3.0

*B3775 (M) Max. .30 100

Min. .60 2.0

B4301 (M) Max. .35 !00
Min. .55 1.0

It
:an Max. .33 100

Min. .57 2.0

& WEEKS

B3697 (M) Max. .30 100
Min. .65 3.0

SB3775 (M) Max. .35 1,00
Min. .60 3.2

B4301 (M) Max. .30 100
Min. .55 4.5

Mean Max. .32 100
- Min. .60 3.6

13 WEEKS

B3697 (M) Max. .35 100
Min. .55 ".1

B3775 (M) Max. .35 100
Min. .50 6.2

84301 (M) Max. .30 100
SMin. .55 3.4

Mean Max. .33 100
Min. .53 5.6

*Repeat values. -f

-;A
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LITTON BIONETICS, !RC.

;-f TABLE 5 (continued)

HEMATOLOGY - RED CELL FRAGILITY

TNT - 1 MG/KG

r
MONKEY NO.

AND SEX % NaCi % HEMOLYSIS

26 WEEKS PRE-DRUG

B3857 (F) Max. .40 100
Min. .55 6.9

B3516 (F) Max. .35 100

Min. .55 0.6

B3928 (F) Max. 0.0 100
Min. .50 6.7

Mean Max. .25 100
Min. .53 4.7

24 WEEKS PRE-DRUG

B3857 (F) Max. .40 100
Min. .60 1.5

B3516 (F) Max. .30 100
Min. .65 1.7

SB3928 (F) Max. .35 100
Min. .55 1.6

Mean Max. .35 100
Min. .60 1.6

10 WEEKS PRE-DRUG

B3857 (F) Max. 0.0 100
Min. .60 1.4

B3516 (F) Max. .30 100

nsMin. .60 0.6

B3928 (F) Max. .35 100
MWn. .55 i.5

Mean PA. .22 O00
Min. .58 1.2

-|

I.
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1T TABLE 5 (continued)

HEMATOLOGY - RED CELL FRAGILITY

TNT - 1 MG/KG

MONKEY NO.
AND SEX % NaC1 % HEMOLYSIS

4 WEEKS

B3857 (F) Max. .40 100
t I tmn. .55 3.0

B3516 (F) Max. .35 100
Min. .60 3.0

"B3928 (F) Max. .30 100
Miin. .60 4.0

Mean Max. .35 100
Min. .58 3.3

8 WEEKS

83857 (F) Max. .30 100
Min .55 2.1

[ 83516 (F) Max. .35 100
-i- Min. .50 10.0

83928 (F) Max. .30 100
Min. .55 0.6

Mean Max. .32 100
M Mn. .53 4.2

13 WEEKS

B3857 (F) Max. .30 100
iMn. .65 1.5

*83516 (F) Max. .35 100
Min. .50 17.8

133928 (F) max. 0.0 100
"Min. .55 1.5

Mean Max. .23 100
Min. .57 6.9

*Repeat values. -iW I
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TABLE 5 (continued)

HEMATOLOGY - RED CELL FRAGILITY

TNT - 0.1 MG/KG

MONKEY NO.

AND SEX % NaCi % HEMOLYSIS

26 WEEKS PRE-DrrUG

B3782 (M) Max. 0.0 100
mKin. .65 3.7

B3773 (M) Max. 0.0 100
Min. .55 2.6

83427 (M) Max. 0.0 100
Min. .50 1.9

Mean Max. 0.0 100
Min. .57 2.7

I -

24 WEEKS PRE-DRUG

B3782 (M) Max. .30 100
Msin. .55 1.4

83773 (M) Max. 0.0 100
Min. .55 5.3

B3427 (M) Max. .30 100
Mirn. .65 1.4

Mean Max. .20 100
Min. .58 2.7

10 WEEKS PRE-DRUG

83782 (M) Max. .35 100
Min. .50 8.0

*B3773 (M) Max. .35 100
Min. .60 0.2

B3427 (,) Max. .30 100
Min. .50 3.2

Mean Max. .33 100
Min. .53

* Repeat values.
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LITTON BIONETICS, INC.
TABLE 5 (continued)

HEMATOLOGY - RED CELL FRAGILITY

TNT - 0.1 MG/KG

MONKEY MO.
AND SEX % NaCl % HEMOLYSIS

4 WEEKS

*B3782 (W) Max. .30 100

Min. .60 3.3

B3773 (M) Max. .35 100

Min. .60 3.0

B3427 (M) Max. .30 100

Min. .60 3.0

Mean Max. .32 100

Min. .60 3.0

8 WEEKS

B3782 (K) Max. .30 100

Min. .55 5.7

B3773 (K) Max. .35 100

Min- .55 1.2

B3427 (M) Max. .30 100

Min. .50 2.9

Mean Max. .32 100

Min. .53 3.3

13 WEEKS

83782 (M) Max. .30 100

Min. .45 14.2

B3773 (4) Max. .35 100

Min. .50 12.1

B3427 (M) Max. .35 100

Min. .50 1.4

Mean Max. .33 100
MenKin. .48 9.2

*Repeat values.

1-
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LITTON BIONETICS, INC.

TABLE 5 (continued)

5 HEMATOLOGY - RED CELL FRAGILITY

TNT - 0.1 MG/KG

I MONKEY NO.
AND SEX % NaCi % HEMOLYSIS

1 26 WEEKS PRE-DRUG
*B3720 (F) Max. .35 100

Min. .50 10.3

B3608 (F) Max. .30 100
Min. .65 1.1

B3863 (F) Max. .30 100
Min. .55 4.0

Mean Max. .32 100
Min. .57 5.1

24 WEEKS PRE-DRUG

B3720 (F) Max. .40 100
Min. .55 1.6

S,3608 (F) .o
Min. .55 4.1

B3863 (F) Max. .30 100
Min. .55 1.5

Mean Max. .35 100
Min. .55 2.4

10 WEEKS PRE-DRUG

83720 (F) Max. .35 100
h.Min .50 8.0

*B3608 (F) Max. .30 100
- fi Min. .55 1.5

83863 (F) Max. .30 100
Mlin. .60 1.9

Mean Max. .32 100Min. .55 3.8 )

*Repeat values. M5.

HI
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TA5LE 5 (continued)

HEMATOLOGY -RED CELL FRAGILITY

TNT - 0.1 MG,'KP

MONKEY_ NO.___

AND SEX % NaCi % HEMOLYSIS

4 WEEKS

B3720 (F) Max. .30 100
B30 ()Min. :60 3.0
B68 ()Max. .30 100

Min. .55 2.0

83863 (F) Max. .30 100
Mi rs. .50v 0.5

Mean Max. .30 100*
Min. .55 1.8

8 WEEKS

B3720 (F) Max. 0.0 100
Min. .55 3.1

7.5B3608 (F) Max. .30 100
Min. .65 0.6

83863 (F) MCIA. .30 100
Min. .65 0.8

Mean Max. .20 1
Mir.. .62 1.5

13 WEEKS

83720 (F) Max. .30 100
ILmins. .50'4.

83608 (F) Mal. .35 100
m ! in. .55 1.5

B3863 'F) .35 100
Min. .50 3.3 C

31ean Max. .33 100
.52 3.1

IJ~I 'AV
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LITTON BIONETICS, INC.

I TABLE 5 (continued)

I HEMATOLOGY - RED CELL FRAGILITY

THT - 0.02 MG/KG

MONKEY NO.
AND SEX % NaCl % HEMOLYSIS

.26 WEEKS PRE-DRUG

7 B3559 (M) Max. .30 100
Min. .50 16.0

B3848 (M) Max. .35 100
Min. .5 0.97

B4239 (M) Max. 0.0 100
Min. .55 5.4

Mean Max. .22 100
Min. .53 7.5

24 WEEKS PRE-DRUG

B3559 (M, Max. .35 100
Min. .60 1.5

B3848 (M) Max. .40 100

Min. .50 6.1

"B4239 (M) Max. ,35 100
Min. .5. 1.5

Mean Max. .37 100
Min. .55 3.2 '

10 WEEKS PRE-DRUG

B3559 (M) Max. .1b 100
Min. .65 5

83848 (M) Max. .30 100

_4229 (M) Max. .40 100
f Mi. .5s 1.4

Kean Maix.. .3f, 100
Min. .Sq 2.3

Al
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TABLE 5 (continued)

HEMATOLOGY - RED CELL FRAGILITY

TNT - 0.02 MG/KG

MONKEY NO.

AND SEX % NaCl Z HEMOLYSIS

4 WEEKS

B3559 %M) Max. .35 100
Min. .50 3.0

*B3848 (M) Max. .35 100

Min. .55 3.0

*R 42 9 (14) Max. .35 100
Min. .60 3.0

Mean Max. .35 100
Min. .58 3.0

8 WEEKS

B3559 (M) Max. .30 100
Mlin. .50 6.6

B3848 (W) Max. .35 100

Miin. .50 12.7

*84239 (M) Max. .40 ,00
Mlin. .55 6.r.

Mean Max. .35 100

Mini. .52 8.5

13 WEEKS

835-0 (M) Max. .30 100
Min. .60 1.4

Of 3848 (M) Max. .35 100
Min. .65 2.8

84239 (M) Max. .35 100
juin. .50 17 .6

?,ean Max. .33 100
Min. .58 7.3

*Fmpfat vjiues.

I" •_ ___ __ __ ________________...
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LITTON BIONETICS, INC.

T'ABLE 5 (continued)

HEMATOLOGY - RED CELL FRAGILITY

"TNT - 0.02 MG/KG

MONKEY NO.
AND SEX % NaCi % HEMOLYSIS

26 WEEKS PRE-DRUG

B B3818 (F) Max. .30 100
M'kn. .55 2.0

B3867 (F) Max. 0.0 100
Min. .50 15.2

83860 (F) Max. .35 100
Min. .60 2.0

Mean Max. .22 100
"Min. .55 6.4S

24 WEEKS PRE-DRUG

_ B3818 (F) Max. .35 100
Min. .65 1.4

B 83867 (F) Max. .35 100

M 1 Mr. .55 1.3

B3860 (F) Max. .35 100
Min. .55 1.5

Mean Max. .35 100
Min. .58 1.4

S (10 WEEKS PRE-DRIG

83817 (F) Max. .35 100
Min. .50 5.3

83867 (F) Mrx. .30 100
tI MiMn. .60 2.8

83860 (F) Max. .40 100
Mini. .60 0.7

I !2.W•n Max. .35 10"3'i. _ __n. .57 2._r i W
= i -----
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TABLE 5 (continued)

HEMATOLOGY - RED CELL FRAGILITY

TNT - 0.02 MG/KG

MONKEY NO.
AND SEX 6% NaCi "v HEMOLYSIS

4 WEEKS

B3818 (F) Max. .35 100
Min. .50 7.0

83867 (F) Max. .30 100
Mini. .50 0.5

83860 (F) Max. .30 100
Mini. .50 6.o

Mean Max. .32 100
Min. .50 4.5

8 WEEKS

B3818 (F) Max. .30 100
Mini. .50 4.0

B3867 (F) Max. .30 100
Min. .65 0.8

*B3860 (F) K..30 100
.55 0.6

Mean Max. .30 100

Min. .57 1.8

13 WEEKS

83818 (F) Max. .35 100
Min. .50 1.4

83867 (F) Max. 0.0 100
Mlin. .55 L.4

83860 (F) Max. .30 '100
Aihn. .05.7

hiMean Max. .23 100
Mlin. .52 2.8

*Repeat values.

U _ _ _ _ _ _ _ _IA
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TABLE 5 (continued)

j HEMATOLOGY - RED CELL FRAGILITY
II CONTROL

MONKEY NO.
AND SEX % NaCl a HEMOLYSIS

26 WEEKS PRE-DRUG

84046 (M) Max. .35 100
SMin. .55 12.7

o B4238 (MI Max. .45 130
S•Min. .65 2.0

33628 (M) Max. .35 100
S~ Min. .60 1.

Mean Max. .38 100
Min. .60 5.3

24 WEEKS PRE-DRUG

B4046 (M) Max. .35 100
Min. .55 5.6

84238 (M) Max. .35 100
Min. .65 1.4

83628 (M) Max. .30 i00
Min. .55 2.9

Mean Max. .33 100

Min. .58 3.3

10 WEEKS PRE-DRUG

B4046 (M) Max. .35 100
Min. .55 2.5

*84238 (M) Max. .35 1C0
Min. .55 6.8

83628 (M) Max. .35 IO0

Mean Max. .35 100
MIn. .55 4.0

*Pprt value.

MIA _ _ -I
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A TABLE 5 (continued)

HEMATOLOGY - RED CELL FRAGILITY

CONTROL

MONKEY NO.
AND SEX % NaCl % HEMOLYSIS

3 4 WEEKS

B4046 (M) Max. .30 100

Min. .55 3.0

84238 (M) Max. .40 100
Min. .60 3.0

B3628 (M) Max. .35 100
Min. .50 4.0i

Mean Max. .35 100
Min. .55 3.3

8 WEEKS

84046 (M) Max. .35 100
Min. .55 1.0

B4238 (M) Max. .35 100
Min. .65 1.6

B3628 (M) Max. 0.0 100
Min. .55 0.8

Mean Max. .23 100
Min. .58 1.1

13 WEEKS

B4046 (M) Max. J35 100
Mn. ,50 8.8

B4238 (M) Max. .30 100
"Min. .50 11.8

B3628 (M) Max. .30 100
Min. .50 5.5

Mean Max. .32 100
Min. .50 8.7

IFB I _
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LITTON BIONETICS, INC.

¶ TABLE 5 (continued)

A HEMATOLOGY - RED CELL FRAGILITY

I CONTROL

MONKEY NO. NaCl % HEMOLYSIS
AND SEX % N______MOYSI

26 WEEKS PRE-DRUG

B3297 (F) Max. .30 100
Min. .55 2.7

B4246 (F) Max. 0.0 100
Min. .O 3.5

B3735 (F) Max. .35 100
Min. .55 9.3

Mean Max. .22 100

Min. .38 5.2

24 WEEKS PRE-DRUG

83297 (F) Max. .30 iCO

Min. .55 1.5

JB4246 (F) Max. .35 100
Min. .55 2.0

B3735 (F) Max. .35 100
Min. .55 3.1

Mean Max. .33 100
Min. .55 2.2

S10 WEEKS PRE-DRUG

83291 (F) Max. .30 100

)z Min. .50 15.9
B4246 (F) Max. .30 100

Min. .55 2.7

B3735 'F) Max. .30 100
Min. .55 4.5

Mean Max. .30 IGO
Min. .53 7.7
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LITTON BIONETICS, INC.

TABLE 5 (continued)

EEMATOLOGY - RED CELL FRAGILITY

CONTROL

MONKEY NO.

AND SEX % NaCi % HEMOLYSIS

4 WEEKS

B3297 (F) Max. .30 100
Min. .60 3.0

84246 (F) Max. .35 100

Min. .55 2.0

*B3735 (F) Max. .35 100

Min. .50 17.0

Mean Max. .33 100
Min. .55 7.3

8 WEEKS

83297 (F) Max. .35 100
Min. .50 3.9

B4246 (F) Max. .35 100
Min. .55 0.6

B3735 (F) Max. .35 100
Min. .50 16.7

Mean Max. .35 100
Min. .52 7.1

13 WEEKS

B3297 (F) Max. .30 100
Min. .65 1.4 S

84246 (F) Max. 0.0 100
- Min. .50 8.3

63735 (F) Max. .35 100
Min. .60 2.9

Mean Max. .23 100
Ij Min. .58 4.2

9'neat value.

_ _ -i = 1



I A-68

m *C DCt to L nL n4rL o L

in- t n r- 1000DCD00C CD o co to

C))Cn en m f eltm tfl to m tom c C')CJ %D
-J= I

000 mCs 0 04Cn j ( 't COCDS Co =0(e)

4~~ C4 ()C4f C4

I- CCF

i-OS cm m 49 m (.. 4O f"' 'rc ~ CJ0 m

1ýC ;C ;c;6C ý- C

co taLw

LiL

000 n n ý -c -4 000L ~jcn c
CDO 0 C 5C1ý D' 3 ;C ; C

CD o

rý TIr CD o.h 0m CM %a o m nl

toC n DC i tou n fl..too f, to ent o to

aiE 8r n r.C r..0 co C% lr .. O a- 00 0% hC

C) a-- a a -a a -a a -a a' a

NNa ND mN N0 aN en CDJC'Jto)
LOIC --cL m o

-DI Q00 0010 tn N.fl a. 0Cn1 q a
44-I- -. 1 tj-tfn mP. F". ?I-W en mOtbC% 0m

CA.E domam- am cca -coc -I



A-6

CI O Ulf) .l U-) ltu) In CJ DOi tD

Ln D C Cs OLn CD 4nrl t c o~D m

U').' LfO C) 0 Ln lO Cl CN. CD o ý

V; A L 0 1 OLt)L w r- r-JU 0n

to~ C7 en I Y . n V%-rCiL
-4J 4C4( 4 C44;C

2-, E

'-1c l) mc ,ý r-% C D r

m ~ a-. 0% C) Ch cm

cr .j. 1- _ý 000 0; 00- 0;0

- -. 0 p c, -~ wi Ln ~ Lfl Vl c) 0 C C> mj 'C-' m to

f D co I

C2 C)
Coro -r r'ju ILn~U

CM ~~ ~ a C) C) 0 COCýC C 5 )0 (D 4

LDU) Wo C)f qOr CoO

co l NC~j Clt) Nl F r- CV V- r- CVJ N~ 1

LC )- w a4

SUJ~

10) m -

iz n~ -n- frCDCwu%40 f n Fi u r f
cn M CV)qr m V) I

-o a at-t4ococ



A- 70

-= CDJ
0c trqt Ln r-. 4tr- r" In ~ e m LA**% 0,C

to ( C~ 4*0to4T -1 Co 0cn~ 0r tt L M

CD a~j L I C V) a-~ t % J- 0 CDJ0 tnco U) C) CD LAC
LO0n n 4 i0 (7% W0L CD J 00L Cý -

-ý ul~ C'C% cý 9~e~% c'7 -cý C9'

< w 4t *l 4rM n -Clý 14 m CD ON4i C

C)

Cý cl- ~ Oc! 0- cb r--0 coJ Or-sý s Cý) 00, J 0!

* ~ ~ C -D CJC)C C').
(. :6 .-. t CD * .a CD CD o 6 6 CD . .

le 0r 0

4. CSJA'. 0-J LA 00O C L rOL
-4 0 DLCLACA LA CL AL LADa - CL L C LAC) 0- 'OA0 L

C, V O r0 to CO 0'O0 %0) -'.J' 'o C~'0ON M C
V- V- -- -- 4* * 4n V) 4N f4 F 44 4

-I I 4L 4L p _ p - _

_jU CD C'JCJt

* ~ ~ ~ ~ * .~ 00 .~ OLA . LAO 0 MLA C
a ) C)C ).1C )C 0 CDC I-3jr. CDL LO U-) U- f r n L n - n 4rM ný

0. UCLL.U. LLýLU 'LL 7!L l C U.L&L L9

(7q% cc4 oWT c)Cjf 0 m % D(o c

C0-) E CO,~(Y C C ; t'0;' C

:5 q 01 0 n0 %D (Af 0~ DCco~~ M C%. CJ C~ ~ ~ ~ MC;___1~ _____ ___________

ltQLLJ~w z oL C f.L ) )q A e
E ~ ~~~~~ ~ ~ ~ ~ 44I Dt 4r L - F % l o C

Q Ls ___ . uwL- .U . L L



A- 71

C)000 CY) CD 0to 3

000nr. ~ 1. OLn tn OD 0

CoI C)C rvý0- C O COc ~ jCj r

O) toC) :- 00i r%. IO aC I C
M1- U) r 0n C) r- co-MD 0

NCýOC3n 0mC)C L nC 1-m (D t

-J Cý)O. 1-- NýC 1.

< en 00 .l .3

3--(- NCV)C ý N COO C9 NC

w 000 0-1 00CD DaC 0 00 0D

41 ) V)

0. w L C 0 L=, W I in Ln a w 0 co Um
u C>)0 La %CD Cj w 4KrI m t" o LAnf I) LLa O

0%0 C~j to Nl 11 m CQ -4

--:r r, COI

.r o4c3 C4 8 03 6

COU)UM C') m ~ C%JC U)i
COC' COMEq

qtOn00 07 C'j0 I - COCJ

C3~ C-3 Ito43

i aLL L..- 9L 9. W -U.

La V) 8Jt) 0Y- CV) Q m- N V

LI 0rý MPý oP ar- Df. f

wa co .o cc cc ccic

* LLLU.. ULA.UfLLLLU



A- 72

-- ino C ') 00 C LA L.A Q 'DOLO to C)LUd) n -
Ln Cm ) l v- r- lqz fY LA) Ln rr C" C-; fnc-

U- U-ACJC1 U-) n Lon -) LA LU5 n LA 4 mCt5 m cLo

Coo oY e0 0 enn- CV tV nL cOc0 - D %

-j

z±'I 444 4~ 4r "
C1 1-l- " OI"! a! t t C'J! 0ý CCýr gC

0)~CD C) CD ý *D ý *D =D C ** CD Co C
~~C I- CD00

4- C.D II I I
r_ W* S LLI Lii Lii

f- C C)-' q] zr-_v~ m oon CO4:r C L AI'ý% 1 co 0 .. ' CJ to
Is U, CM] r- V) r-r-C"] zn W)J .- i ~ C'iLiiLiLi

w - Lii Lii LAi LIi

co Cý
G3-f C) C)Jflp C ') ( '4 Intfl(" c; 6 8 C;8 LA

C -J

C"!E C" *, *i *l *: C] *ý *ý *ý *i - . *

[.j IflU~f LOAU U)LAto U, IL~n 49 U) LC.LA LO LrA

t I1CWJC) C'] 00. q 0r -t Cr.' a- or- V

ot

UP n otlS) to% flNO r- 0011)I,%w ý CCl 000TC~ Ch

LUQ jC % j l %J CO'0 NC%)' CJr C%")~ NtC%

I IL
q ~ V V COf) K CVm) M:

C3 ~ ~~~ ~~~ Jn% n% h cMV ) .; k r



I~A- 73

tn 0-- tn m D0 - D*

Ntlf 00 000 tn . ~ 0 O
CDIn n at % UL l % gn' qr L

J~~~~~q iCI.Y .. .4444 C4 m

% 0% 0~ Ch~ w0i w

01 = _n 00 mDw0 0V 00.- U) 0 r0 0

~ ~ W

I.I - ca0 c; C C ; i C
£~ q 0 e1nC~ (n 90N ul

MDI In * An P. 40 to %0 t 4D q %

000 0 0 0Q 000 0D

vq W 0.1 ~ c N% w '

U.10 owl~ 1 CO0i

t
w el r Nn 1t9 in ~0% 0

* ~CJ N ~ v-~%Ccm

~2 ii;Ii



A- 74

0 In n t- 0 U's g~Lnv m Cv 0 C

C)l n it4 %r 4 IV oq n CO enn m%0 Lt) 0O
r-

= 0fLn In 0 n In %00 CO InLnO 0

In 4. mtO en CnC 4.r m'49  P%

Lnn CD 00C In NOj0 n %0

%a-LOn qr u-N4 N Ob 0 040 f

*~ u-CV) M -CV f% 0Tt% rl% E')4 4 Inflj N C
ti * . 9 a ' C; 4 * * .S

-4 CD 0 Cm0

r- W UL LSwL
0I~ a Lr.j cU Ll £14jCC COL n C4 Ce U)0 Cj CL n00

o 0.~In CL 0UIm N CO nL N to. 4wO
010 r C.Ob 0- Or50 %0.~~-O

I ' Luj LUJ IL& IA.
Luj Lu uil Lu 4

I-q 0) 000 I 0
mc-) fm I CV)44 "t v ~ 4 4r 4.! 4 C)C'

%0I-2C
I--?% In 041 C) 40n~ 0160- ) N

cc u

ME5O M ~ ~1% m1(' 0~ NN) I-. W.11 4
00.- . 0 00. * -. ~ * # ~

0 0% 0 ILn c O o qrb 0h 4.O -

4* - C.C jN N .-.- V-NCI w NC-4 i.- N~

00l I U')f NMls 0 In w% in
.ao 14 0-~0 r% m C 0O Ps.0 C00 00 4m m1

LLS

C1 L LLu~a LL.L6 U~. 116 w tu U~LL.LL

La--i -- CC h C4

_M M
-A ýý-m 2 a

1222~ mt



[ A- 75

OOtLn to C) Ln C% co ota

%D 0 n to C LA A 00 C Q tCO~ 01

Ca n D i n n - - tDc - Y

L.)Il0 CO co OCjccto tDL r co

Lfln f CD LO C)*JOC CtcoD .

i C)0n0- 0 01401F 0nCj L mr 0CJ C\

cmq' f, n1nc

Cl0 % i C'. 010 aCDC1C CJCC'j -a cJ

LA cc II

LU ~ ~ ~ ~ ~ c COAC kO LU0 t-AO to L ~t~

I I-

toc.J' c'.j M t O L

I)E 00 0n0 0

0j! Cý C! CO CO! 0c JCO 0

to % LntL Ln Ln W Ln U totoOn %

000 0 000 0; 0110 (A01Ch

q4 5O1 tn~F N t001 co 0 NotO

Nt L.U-N NL U6 LL- N. Nw-. U -

aL Ln
I-J 2 rtfl 00 000 Ch;T-u Qj c a%

'fn I



A- 76

Nv0U-# Nv C"O en) C) ý 0 C0

n CD a) U )U )U In ODLn0 4w %

co CV 40 ON co Ul) CV'~ 00 -c k

CC

_ L C%JtL CV M 0)r tN N ~ N-V) NrC
Cl00 0i

ca U 5.. us ti w

000 w u 0 0i00

40 C C C CD) CDO 0 Cý OCt CD

r- 0 0 f. ne % nq Dto mG

CL L U* U LU ;U aL LU Ln nUn0

-Jl Q 0 3%0 1 C .: C; C c
4W Co a% "r)U mo Nt Lo)N C'4 fN' C

000 0m 000 0D 000 0D 0Dm00 0n

c-t 0) U)C)I U)l 40tO CVm CQ0 C'

'0)U U )SI Go)U tn U))U U)i %)) CDm

5rr

3- (AO 

i-N 

N

j-3 w 1% %f0 1%% w r- f%

-jI~~~~~f eft 00) i-NU0 022'2 V2 Co



I A-77

tn 0 0 tn 0 LfO I,. CNr) O* m L

0% o 4w ~ r-r P. at L m . Ln

40ONo' n_ o %D 00c t 0

InL L inO0Lf n to-nL ~rr.q to in U)C% q

If-0 11% GoE f% c 0 o

A- Cd C5C C c ý

4JIJ

W _

cc r
ilo Cj C,* 0, 0



A- 78

C)jJ C LnO C ý nICfljLnM %
C; W 0n in mO flhtfLn tU o

7,C n( in m Ul) D Ln CD f in mt RrC 'JaiD n ,

cz n L t C%$~f " O C>L nCD- O n
CnM n 4wU- r to(' -) N ~CjC (V C

E

CV NCVn en m~.- N

clV) 0 CDl3. Ln CO 0n co cot r.

GI~( IX~ CDD

ElW
0 CDC Q CL 91.

0 L,- 0 LM n 4inC ý .r.

to 0 CV Z

ca CD cm C)LlNi ~~ ct

c-oo 0~ IR Ri% *1 -c n q n 0~ IRV M- n -e.

fu~n co omnz in fin qtfý cq n '0 in Ln P.

%0- te U; to- - U ; U- U-* U ; U ; 14

Ln'tt in NON L-NCM0

IA iin0 Ln n 0no tn 00' ) QC .

zi %

I-~u enO cn to 1%.rN O O

E22 As Sam cccUcnccwc

- C ILLIL t1-A.I1



A- 79

000D 0D OfLO In C.j 0~
ýo Lflr- t W~r ~ Lfl Ifl t-. to 0

Cl mf~l 0 JrOI C cm J P. at OC'J C~ ý 0

C1. z1 Cý CU)a . ML h

ILO 0 CDOU 0n0L D " oC
PL ý nIfNC= CD ChN Cm r

CV)(V)n C t) P% 0% n '0 CD Go 'h Ch)

tno U) %00.t q o - r-.
P:c '- C.6 C6 r.-

4-b

Ui C D .. tw *~ * VI * L *r 0 *n *" *L %0 *~
C) ~ 000 %D -'-. 000 0nJ a rco P-L %

0j MA 0ý C! Il clYg.. c) LU cl %. :. I Ln -
CD Q CD a 0 _D__C ; ;

~0 CD

L)J 0)~ U C') (%JC%JV W C%.J V-)
to * **

II
A 1.-U- CD %n- tO1C' tn 10N 0

-1 I) %a & ) Go %ID %D$0 too 4

4n4



A- 80

fLn 0 C Ut.Ln Ln NO 01 0 r r. Dc

C)l0 qt qtL%0 g-. 1oo m c r -

Ln CD0 O Ln Ck o1 qw 0o Ln CD0Dc

.t%0 0 mIfrY fL . )C
C) coPCV 0 f Y)(E)CD N CO r'

g-4-(w mD 40, *to l 0 LOC~ 4-t Jcvh qr

0D100D 0 01-t 0 oor- 0n Mf- cm (M

m~~~%C' ' 001- 0~ M NCJN CN Ln 1CCr en

7i (i cý co 11..4CJMC V nr

cc: Q C).- 0 0Z 0O C;w 6- )0C

4JLU LLU LUI LU

CD 0', oc- ct n n CV)00 a.. C.,O 0%- CL cý f'0)- I-D cn0
6- zz U- 0-r J4- 4-- C'j :144 F-4- r 4

00 £-)'-1 LS LUS LJ La.I
LU 0J

0L M0 :-.I :xN~ Y
en q CV V) N~ Ln CfCV) M C, f)Mg. c.n en M-c M 5 55 55

- 000 W 00%0 % n%0 000 0ý 00 t0 0ý

CL~ U;,; .*

41r 10 f% rOD.. a.D oLn% - 0% (N

II

*i 'CDý att % - 0 'C - %o p. Ll fl

LS

ie cmZ ZZZl9:T.0 "
1,MDfftI-(



A-81

7-7

u- to to it) to co tno P,

cm coP. ,C to mnt %D O cm .- C

(nf. n U. JC'J 0

eato 4' uar lt to, cf%: r(%: ON

-- ONC 1 - 0 D( 0P

(n Qto 0 rCOi. %D ONO 4DC 'm

Ct-r 4OD % % 0 4 % f01 ONC' 3%. I%.3 0

*~ i-m q~i M M 0% (A *

-q c r

'1 c4 1 4 C.0 ti

0L WI Qi 10 ID W'31 tO S co 100
:mI C%, W O COO 4

(n 9V-Y) mq

G'o t cu Lin oDto in C

v-- -a- a- C

In Ch0 00 to40 qt M~t toa 4
(5, C~ N 0 i N~ N% N~ N ~ Nm N~ N~ N W

9' 4n Nch 4o -0 -'C V)C o

caa

- ý14 CIif- %
40P 1 * .sn-



A- 82

C)q~ ItD LOAnm5 D9 C 0CD O CD 0 fU-)f It)0

Q ~ ~ ~ ~ ~ ~ C LO' LAf ý % oCD L nc,0 0

000 0n enco qc. m. m TCDC OOD-c LA

0~fL LA a--L CCD CcnL co0*% of -i CD C.. n

clienCD~ C%j cnIP qr Pn e C~j ,- lC%J PcI ON 0% m

CkO . . .* . . * 0 * 4
o:)cr j rý cor. r ýc l l o?. % *

1-'- 0: ~ CD 0 ~ ci CC -C C C ; C 5,U CJ E IY CJ (

co ~C.. 03cm

4J LiJUJIi

L C. CL. N.
U CD 40 -'D 000 Cv Ln LALAL nA( C Ln C) V)

inLJLSLO w&
iii LUJ LU

~%0 0C-

CO- r.) 0; C C

000~~( 0o 00 0 0 0 0

a.I~~117 V! 4 . . .
QOL LA LA CA LA CD~L LA- r_:Q LCD L0

w C%O(i w' COOO w~JO~ C%10 CNJ w

0%40%0 0r-.. c%0 MDr- u' 0 (00
U-I 91. Ci r-- r -- ,

U. W-Y LL. 000 16 LA U- LLA nLO. CO-

C)C~u .- r-C%' M' ur- C'J u-
*44j n ~

W)O oU h aG Im toU)cb t
CV '%C ccI 1 cca1l zt 1 I

M~b



A- 83

OCD CD ifc L lt Cl0 to) .C'j~ 0

o) CD F-Ci o4 4r

CV) UlD Co M0~O ttom LO

flC'P C O n ML ~ C)Lf 0 00 to to l f's

mV qc mV mV Ul) Lfl q* K Ul) Ul C) m

(VCVCV uV CV)cCV CV) CV)r n C4 0 C4) C4

-39
00 1%. fl) 0%~U to ) JnMcm m01 Lfl

wS %t PSC ý ! c ON -P 0% cn % P-I'S I-.

414

(w 000 L 0 000 0DL nML 000

= 4J -ý

eo0UU OLD04 W n l CV) %DCiCV t

cr. C-) .; C; C; C;F-

IczV)

000 000 %D C 0 000

Coý CVCo.C".)VCj~ Ole

tQO~ 0o tfCl. Gol in(%

'aCYJJ r N whC%j C%j Nm CJtW F- w

coo

I-- *S toq r % ntý w% D

6-4

CI1.L.L.U .L.U 3
_ *



A- 84

ceO s~D 000 (D~ 000 Cn C) C lC)C .

(n - U-) 0 C% *) Ie-:) -flr C'4 000 f-.

LnC) C>J a' " C~) C'> f. w cmC')ow

C) C>Ul Un tr r% nU-) r- SI tf r. -LnCJý
-j = )C' C-1 M nCumm m CV M ') ('z' to~ OLn fl)

-J~~~~ ~ Il~*O~C~~ 0- Cý)

* . 9 Ci S 19 ý C * %9 9 0 9 C

fl- co r- fl.. P, zo P t.- c . C D fO~-~ I-

.v C; l m CJC C-1'4 CD 001 . C m ~ ~ D C)Cj c

j C) C) n *z l I p Cl C *C C2 ~ ~ ~ c CD)0 s 0

1= = ~ ~ 000 0 rk0 0

0 -7 ~ j1r 0C'J 0- M' C')CJO (7 - 05 Ln c: Ln Ln U) ('4
C n l n LflC) m S) tA %D~ ' ILn M) Un (.1 ) 04 ) CJ M (m Cj m C')

CM 1 I---i u LJLL L

I~ L)- f4S4Sf .

C1-3) ~ 'J~~ ' C J V ~ a C. - n C)1C'4j m

IcJ C~ to CV o. I~ q* qC m S
C-2:

Sý C) c, C* CD S C) CCt:LI) ((Sa C>Lf Ig) Cý L') CLl5

'-.-- 0n O 0 0%L O ~ .- 0 0- as-C 0 q*

CLC' U)) en 0 * m ) InLf q-('D V'4 0Ir- ('4tD L

C.) RcCoo Co( ~ t- o a nr_

A I

011 )0C 0 Nn Or)~ %D 011 0 inc U)U1 n
JOIr- C 0%t. %a a-ý W a-ý 3 N

-j CCCý' *-

Lu ('cm % ) mr C%j mfl.cmm C
-J C3 Ko r- KQ c . -coV. Cc % q V

r- N V lý rý v fm I. N vt u P% I



omo 00 ~ N:: -85

%0 co MD toLn Ul) toOI r to co

COo cj %m0 %D ~ " %.-m
a%(v~ M In C' Lf M) L nl Kn

I-) OS qI In 4 441 t

-Wcn.ac'n m' w~owm m ~ qer ~ m '(n

000 0 00Q 0% 000

C IL
~~ I-

CD Ck w LCJJ M '. to~c~ C'n LA If V ) n )e

00 0 0 0 0
col#-

ccC; 40, CDJ 0 i0 C' CO; 1

000 0 it cm-o 0 nr to oa I'.

In J cm 00%n CD-M o'q 40

6.4~b " h0 cl a
(Aa n en to%.,

W

_ _z _ _

0-
0 KEEE K

5 ~ nt- ~ %
zzC U.S e- v D . %

Nfo 2 22 22



A-86

O CD LC U* SfLn LC) gn C C 0M U) tr) m t

qr ,Ino m. eJrk C) 1 8 02 'OD CA U m "
Q-c 0w n 4Decv LC)~ 4t 4DJ (%J(Y)) (%Jf m (W

M L) C 4 C~ fý L) L 0 0 001nCOLn0 %

C)-sj CMJC% m 0~ MlO w~ ( CVJ) (~j CJC% C% J l qr c

a a

V! .- 0 Cýi ifCl04mMq DON% n %

U- rý *, MOf 0~ U) %%U m n O 00 IfD NU 0
C) 0 co (%J f- 11-1

U.S US i L&J

CD 1-3 -c CA 00fI~ qt r.. 0hL n % A I% n L ) CjL

1..) I ~ Ui -- I CL0I 'S uj 1-L 10U i

Lf10' in UC"D in C)w in ;o0 10

(I ~ - u ca~. P4J C 0 ~ 0 CJ 'j~

t) (71 C%J V- V- 0= 0r 0w-Q

1- 1 1-A V)-1 C-i m-1 1-j 1-- CV

ai ~ IF_
CD A. LA. .L. U -t. S&. U. LL. Ii.U LL.

zzici (v~. __W ED mt
rk.~~ ~ ~ ~ ~ to aV. n - -- I-Pm



A-87

CDOLinh MY 0Lfln Cv %D CM 1-.
%D %0 %.D Ln to at to0 C 0c

LnaOO N~ r) 0 0 qw CO' 0DC
m .CAOD % fe- .Ic-r NO 0Cý to

~ N .~U) 0tD)) Uf)

OLn jOt In Ch )U~ CV ) RP0% MDLn )~
1- C- mo-. qwN~ L ) OR0c C~ m f to C)n Ln c

SC4 4 t4 C4 C4 4 C4 4 d 4 4 *

x~ CL

o01-

r_ -I

ZQw- r nC c mC
Ck D r- mw % w amoa f.. r%. Ito -

~~- C 0 00 0 0 0
to '.

co- I

O 5 - U)Lfl~~ Li sf0 0 L ~009Go
oL LN I3i

Fý C~l 4~ 9 4 4 4 4 4 4 4

ra # # * * 0

ON Nl -Z0 N .

Nn ODt ('o GoCh cotoC CD

U- JE0 Q N Cift %0 CD oaa C

CM0 C)~ CV) 1% Nlt) UD %0N fn0 D e

II



I- ]
I~ w 0.) ItL o% Dr C n c "L * c

E/

r. (C,(' C) 0 % C %J 0% N.%r

CD c 0 C nU' DC r-r~, to~ 9 -0 L

CD C mj r-~ 0 0%O co %D CMC~C r- J qCM D co r(%5) qt

q~ 4 m 4 m w m 4m cm 4m C 4 C5 4~ m

ME w CD 000 R2 CR 0 0 6 000 0 C 000 0
F~c In 00

LnI l nLn CI~1 U0 L 000p c4n LflL' Un Ur
CIJOD IJ r t CJ1-. 0 00 tn - % D r 4A rt-.-~ uý

9- -- - b 9 C%J Nd C%I !Z9- ~ 9- 9
COLUi LUI LU

LSLUS LUS LU

=~s 4 40 (n 4n W 41 4S n M M 04 4JI m M4 4n (n *n

cc 40 0 CD~ (D c, a1 6

Psi~I 4 4 4L;L;L U ýUL L)1 M U ;' I OU;' L0

Fa -'0=f 0 OD h * - '0 1,.U - in o q Lb2 %
Law C 00 0 C-;- CDu*0

en MC')~ w% '- C%J " %j CJ()C~j C~j -C'J4~ C4

I~Ie
0101t0s t'n u'si Q- 0100 CNJ
-j iN O Go t~f MD ?IC%0 o0 02

Crc

IL V)- ilsi



A- 89

CD tlco P rl. 0uD tf Ln D t 0 01

]EE L Ul) 
O cn ) LO D io-co m 0 C

to~~ cn cvo a cn cn WL- " c%
InF-rl f *-t

0C'JO u-J Oat- 40 qON ci% cO

a-r-- co cooa a-.G

' 1 'c (D 000 CD Q0 C%JCJ J

41 C,

coo ai 'oo - i~~
U)~..: "~ n~ o n~*~o~

PC :]c F) ~ ilO 
5

Ln qN qh~(5 %0 O~E'C)
It! CCOi IV

14 r-.0 R,-% 0 %0~ %cr o% . t

Iri

C~s D 0% lw c Cf 14, cr) r Lnat



A-90

Lo n0W t 0n LO mrLO C'. 0% Mý r0mqrm 0q

Q CD r A 4!U CD IA m Co4 c- a%

CLl L1 000 P .% tolC tj% a c)U) 0Ic 0- 0o I ONA C

Lfn t m D CUnIt0I c .ON, .l) (cvcO 0oQtom

t~Om On C0 Ocv CJ c 0 0o~ IA

%0000 *l 0G % l 6 rýI % . ý

41 ~ ~ I W-cxCC 0

= C%(,c%

CD 000 r.0. 0% 00 0 000 .D 3l Ch Id a **c ý '

LULU LU LU

cj t I I%, ~
to"- 0~." .j.D. .

*1V 4L i;L L U L41L; 4 "q*U

F3 a .~ V 0%D0 % r. l o C U)%. co:

Cl 0D Ch 0 tO 89 C; AtOt

in c cofl C~ c c I co 00 u' co m

t 22: u' tnLAo ni 0 C'J Wt ~ %

C; U 6 .WU. U. U. Li U. * . *- -U.

LU
sn- ~~_

*j 000 _%c . of.

_ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ __ 17t %



A-91

U-

Lflfl fM tlMu a% CDJ CD44JL tj

CCýC% CJ 4DU %Dl 2 J(I C
L0r 0* CD. 04 tcmc

'- l)a- C- U) CD 0> cn C C%j CD r%

CC-

toU) CO 000 tc) Oý C nO to~

!5 Ccj n (n~ 0c*U

C>C'OV 0S nP. l Ln rCI, tot co 0'.O . f%

CJCCD CD (D Y) O 0 0 C;J%

r- W-~0 0 0O-- v 0

3c -44 :% c~jVC

c Iio

PI 4L) 0 W% 0 14C) V flODC* r

C)- (D CD CD ' C C

I- ~ ~ e U;('O qfl NCYC' (V; U;O'J

000 0D 000 0 00 0

le') 0- (')( N- f-V- r-r-r- r- ..

U)j CO) w ) U)l f- )tO C

IEI

i NI CV q C) N C') u-N %n P.o C) ND

cc
0- IU. W- I&ALLL U.L& LL

- j Go Ia ottý .

20c *ccm cc -



A-92

ton-trto in tnot tot -r"Q to

thOU P 0. ('40 t'h NtO to 0000) C 0 !

Lfltht in m~t to %atInto oj %0 ~t inmC) t

Q ~ 00 0n 000 0n L 1 nU)L to to mta toot mC() in en CV) 'Y,) ')ncn qr-oh t

inn-= cn n-n e -cnn cnnR R -In LO t
<J a-a

O rrV& I* q to0 % 01 I-i . % P. r- n 0 P-h ODP. r fl .

-- J

CVt CD V4 ) ('5 fm 400 c 0 t.. C'JUNCWJ" CD C's m' ('4A, CX2 ]* a * a
= C, Q-E 0 0 (D CD0 0 a000 0 0 0 0

C .cocZ4 C-3 co 0a0 3

4j LUJ LUS LU
= -r. . 0.L a.

U Ln Li'- LU LU% CD cmQQ n c C
-I LU LU Lo 0%0 0 EEr : C -N

4f C3 u . L) cL.a thflt U) (' nn- V ' (Al* finf

L.)C3 CI ao r c'. en NeON Min ('O% M- 00' to g *.g

enmn V) cIf Ch 0t01% rn %0to n-V C
LiL

m 4m ,I aCj v r

IM" ~ c Dq %0C0 La O% 0 O%U)00% oRN 9- ~ C %

40MI c %000 c
cm %a cm 00 at

a FnZ2 -15



A-93

000l C r-. LnlU C)t c ~ iw0 c

000 r -. 000or-CD% r-- C)c I

-C%j0 C) at wJ 0% CD a 0 4 co

LnLn lO n 0 00 ý 0 CV) t0cJ0 %O

Ii cco~ cao '.

cn en't- 10' n 00 C)V) r.%
C) *x tF fl Fl *l. 00 Fl F

000 0 000 0 00 0VC~

Lj tz Q- (D flC) If) C;10 CD* C; 000

C1 (5n

C~e:dI C)~t~ Q C)4~ ~. 0.() tf)

g0 0 0 00 0 000 0

011 *)V'0 tON t '
* C> F F S S

tof '.00t '. 10101 w 0 1.101 4DtOc

6 C; C; C; C; * * 0 *

d.l Ch~ %0q c 0010l. -ý IC) 0 41 q

F ~-*a ~ c ~C%j C QJ T4'C' %SC%iC

C121
-z citzz~

ui %a al
cm10 c. 00 0 1t c

a % ZW%go toam a t



II A-94

OO0l Lnj %0i rta 0o w , 0D

f~~C CD Lrhfl 0o OLf fl I. L0

7:L nC C Lf o~f Lf on r. CD~c r- L :)

to0nq0 i LCJ1 C~ coOc 0W "~C j C%i

I-t vi .- q --O ~ 0- a0t f'. wtr- V)h %0 IcOLo '0

I3.--C)
t-ý r- -CO I,.i~ MD P.o Co P. f" r'L l

ts CD vaN ci cr D I- ODQ0 0 cD IN C%J to ~cqJ N.

-1 :3 1 . . . 6

S.-I LI W

0 Ln CD M0. oMLO rý( l D ý

u C.) -ý ..J-Z %aOI tn. mDoL to . 00 0 00 0 J-

0) u :l 9- -* 5- 55- lid P- r- 5- 9

W.. LJ LuJ LuJ Lu
LuI LL) Lu Lu1o wJ wN Ln -t r c , e * q c %. V)) CV) CSfr A

.- Q (n V. ~ - N -C%- CV) 0

*n Sn U; Lc *r Se Sý Le S

01o to n OC)aLn C'4 (%J,.M to

-10Q IL LJN ~ - ~ ~ V

LL-I

LL LL i W LLuL-U L.u L

toi-to r-]j 10 ll W k UL n9
4 fn____ c hq'f*a w V ca

0 ~ ~ Jr WL J~a.,L-a.I ~ S i

CV q n lccl

cc go do*A



A-9 5

O 100 L 0 003 0o UlfCDo r-.

I~~c to to Cht lt I

oD nnoC r..C ,Ch o
U') V00. r-% totf-. lqc rO (710 tD

tn1f to.to) 0 too CD c) totO to o -l
Cr- *r I 0n 00.-I'g 0M 010 4

.- l0 cn "-0 tofe% .

9Z 100 t- r- 0% en to t% tqr~ o to

II- -J

C10l 01.-C C') Ctr. U) 0J..0

a- W.520 .. 40004 0 z1 0 IrN 0
0 -. * *U MU) L S St i I *' *L *n .t

C-.

4t r r- .-fk# n00f-A -

I X) CD &n WLu Chi to LdIr C
0; 0* C') C;C 1%%%

Kn tp.0 f-S- It U) or-to o0

us1. 0ion fot. toA % n

cmr ft V111%

rfft S

21 4e1ns



LITTON SIONIETICS, INJC. A-96

I TABLE 7
URINALYS IS

I RDX -10 MC-/K 24 1IEEKS PRE-DRUG

I MONKEY NO. &SEX

B4050 (M) B3543 (MJ B3406 (1)

:. 6.0 8.5 8.0

rI Secifi c ravit:, 1.014 1.017 1.023

Giucose Negative Negative Negative

j Albur.:i:n• Negative Negative Trace

Ketone Negative Negative Negative

Bile Negative Negative Negative

I Occult Blnod Negative Negative Trace

: hite -3.o-i Cels* 1-3 .0-2 Rare

Red Blood Cells* Negative Negative Rare

SEcithelia, l Cells* Occasional Negative Rare

= Bacteria* Negative Negative Negative

Amorphous Crystals* Little Little HPavy

ITP0 4* Negative Negative NegativeIf
Oxal ate* Negative Negative Negative

Casts* 0-1 Coarsely Negative Negative j
Granular

Occ. Finely
Granular

II *Mitcroscopic (per high power field).

_____a

_____A]



- LITTOO! .310I1TICS, I1IC. A-97

f TABLE 7 (continued)

URINALYSIS

RDS - 10 MG/KG 10 WEEKS PRE-DRUG

I--MONKEY "'0. & SEX

B4050 (M) B3543 (M) B3406

8.0 8.0 7.0

i GravI t v 1.024 1.019 1.021

Si ucose Negative Negative Negative

A1 hur: Trace Negative Trace

Ke.tone Negative Negative Negative

Bile Negative Negative Negative

Occult Blood 1+ Negative Small
+;nit• .3 cod Colis* 2-5 6-8 2-3

Rzd Blood Ceils* 10-12 Negative Rare

_TEirthe1izl Cells* Frequent Few Occasional

SOccasional Heavy Negative

SAmnorhous Crvstals* Heavy Heavy Little

P04* Negati ;e Negative Negative

Oxalate* Negative Negative Negative

Casts* Negative Negative Negative '4

Other* Occ. L.S.** Occ. U.A.**

Microscopic (per high power field).
""'-S. -Leucine Spheres; U.A. Uric Acid.

o:4
_ _ _ _ _ _ _ _ __ =+I-____________________________________________



7LITTON1 BI01NETICS, MNC. 
A9

TABLE 7 (continued)

URINALYSIS

RVX -10 MG/KG 9 WEEKS PR.E-DRUG

MONKEY NO. & SEX

9.0

Snecific Gravity A.027

Glucose Negative

Alburnin Trace

Ketone Negative

Bile Negative

Occult Blood Negative

"White Blood Cells* 6-8

Red Blood Cells* Negative

Ii!Epithlelial Cells* Frequent

B acteri a* Moderate

Am~orphous Crystals* Heavy

1 P04*Occasional
rOxalate* Negative

Casts* Negative

Other* 0cc. U.A.**

'1 *Microscopic (per high pcwer field).
'*U.A. -Uric Acid.



I LITTONI -310NETICS, ~C A-99

f TABLE 7 (continued)

URINALYSIS

fRDX - 10 MG/KG 4 WEEKS

I MONKEY NO. & SEX

B4050 (M) B3543 (M) B3406 (M)

8.0 6.5 6.5

c Sci fic ravi t'- 1.005 1.016 1.015

G1ucose Negative Negative Negative

Al bur-iA Trace Negative Negative

r- Ketone Negative Negative Negative

Bile Negative Negative Negative

Occult Bo•od 1+ Negative Negative

: ,nit- -','i s* 8-10 2-3 0-1

Rsd Bloed Cells* 4-6 Negative Negative

Eithitlial Cells* Frequent Occasional Occasional

SBacteria* Negative Moderate Negative

SAm.orphous Cýystais* Heavy Moderate Moderate

I P04 * Negative Negative Negative

- Oxal ate* Negative Negative Negative

Casts* Negative Negative Negative

j Other* Few L.S.*

FitI
*Microscopic (Per high power ficld).

_**L.S. Leucitne Spheres.

"I _

+I

_ We



I LITTON1 5.O1METICS, IC, A-10

TABLE 7 (continued)

URINALYSIS

RX --10 MG/KG 8 WEEKS

I t¶MONKEY NO. & SEX

B4050 B3543 B3406

9.0 8.0 9.0

7- c i r a vit 1.027 1.029 1.016

Glucose Negative Negative Negative

SAlbui:" 300 mg Negative Negative

Ketone Negative Negative Negative

"Bile Negative Negative Negative

- Occult g.ned Negative Negative Negative

f.;n Cito •lCd Cells* 1-3 Negative 2-5

Rzd Blood Cells* Negative Negative Negative

E!ither!1iaI Cells* Occasional 4-8 Occasional

Bacteria* Moderate Negative Moderate

- Am.orphous Crvstals* Heavy Heavy Moderate

P04 * Negative Negative Negative

Oxal ate* Negative Negative Negative

Cas ts* Negative Negative Negative
+ Other* Mod. L.S.** i

ini

* Microscopic (per h~i power field). t

S*IL.S. - Leucine Spheres.

i/V



LITTON~ ;-10NT!CS, INC. A-i101

j TABLE 7 (continued)

-~ URINALYSIS

ROX - 10 MG/KG 13 WEEKS

I MONKEY NO. & SEX

8.0 8.0 6.0

$ý..cific 'ravitv 1.028 1.029 1.014

Gli cos'e Negative"~ Negative Negative

Al buir : Trace Trace Negative

Keitone Negative Negative Negative

Bil1e Negative Negative Negative

Occult Blood Negatlvc Negative Negative

a-.:nito 31ond Cells* 2-5 20-25 0-2

Rz-d Bllood Cells* Negative Negative Negative

E--ith'n1ial Cells* Occasional Fiequent Negative

Bacteria* Negative Occasional Negative

Amrs-rhous Crvstals* Moderate Heavy Little

p0*Negative Negative Negative

Oxalate* Negative Negative Negative

C-Ists* Negative Negative Negative

Other* 0cc. L.S.** Freq. L.S.kk

'V

flMcroscopic (per high power field).II **Positive for nokglucose reducing substance.
-**L.S. - Leucine Spheres-.



LITTON BIOIETICS, INC. A-102

TABLE 7 (continued)

URINALYSIS

RDX - 10 MG/KG 24 WEEKS PRE-DRUG

1 tMONKEY NO. & SEX

N •A3733 (F) 83609 (F B3739 (F)

7.0 9.0 8.0

"aSecific Gravity- 1.018 1.012 1.017

Glucose? Negative Negative Negative

Albu¶:in Negative Trace Trace

Ketone Negative Negative Negative

Bile Negative Negative Negative

Occult Blood Negative Negative Negative t

2•- ;hiitz Blood Cells* Negative 3-6 0-2
Rzd Blood Cells* Negative Negative Negative

Ezithelial Cellss* Occasional Many Negative

I Bacteria* Negative Negative Negative

fAnorphou|s Crystals* Some Moderate Negative

TIT P 4
t* Negative Negative Negative

Oxalate* Negative Negative Negative

V Cis ts* Negative Negative Negative

Other* Few L.S.** Many L.S.**

9 1=4

Nicrose.opc (per high power field).IFLi.S. Leucine Spheres.

UK



SLITTO BIOIETICS, INrC. A- 103

TABLE 7 (continued)

URINALYSIS

RDX - 10 MG/KG 10 WEEKS PRE-DRUG

T

-- ,MONKEY NO. & SEX

8r B3773 (F) B3609 (F) B3739 (F)

8.0 9.0 8.0

F S. ci1fic Gravit;v 1.006 1.,_20 1.015
I

Gl t:cose Negative Negative Negative

SAlbuari:. Negative 30 mg Trace

Ketone Negative Negative Negative

Biile Negative Negative Negative

SOccult B1od 1+ Negative Negative

:nitc ,3lcod Cells* Occasional 12-15 2-3

Rcd Blood Ceils* 2-5 Negative Negative

Erithei al Cells* Few Frequent Many

SBacteria* Small Negative Small

A..rphous Crystals* Moderate Moderate Moderate

Sri

PO4, Negative Negative Negative

Oxaiate* Negative Negative Negative

Casts* Negative Negative Negative

SOther* Few U.A.*

higheowe

I 't*Microscopic (per high poer field).-

**U.A. - Uric Acid.

I



LITTON •,IOETICS. ,1C. A-104

TABLE 7 (continued)

URINALYS IS

RDX - 1') ?PG/KG 4 WEEKS

MONKEY NO. SEX
B3733 (F) B3609 (F) 83739 (F)

S7.5 8.0

-S.ocfic " -ravi 1.005 1.019

G1ucos- Negative Negative

a- Albur•in: Negative Trace

Ketone Negative Negative

Bil Negative Negative

Occult BIood Negative Negative

nit,.,. 31co~d Cells* Rare 0-I

• - R d Blood Cel!s* Negative Negative

iEithelial Cells* Rare Few

Pt Bacteria* Small Large

SIAmorphous Crvstals* Moderate Moderate

in Po4 * Negative Negative -

___ Oxalate* Negative Negative -

£ Casts* Negative Negative -I U
Other* Occ. L.S.**

*L.S. - Leucirte Spheres.

__ ?lrsoi pr ihpirfed.I



S" LITTON SI.0:ETICS, INC. A-105

z iTABLE 7 (continued)

URINALYSIS

RDX - 10 MG/KG 8 WEEKS

______ MONKEY NO. & SEX

B 37334(E 3.3-69910. IZ39Jf)
i

7.0 8.0

I S-cific Gravity 1.015 1.019

G1ucos- Negative Negative

Albur-.i- Negative Negative

Q Ketone Negative Negative

Negative Negative -

Occult Blnod Negative Negative -

.'h-:S ie 'ce Ceih* Rare 2-5

Red Blood Cells* Negative Negative-

Enithsi'ial Cells* Rare Frequent -

A- Biacteria* Sm-l 1 Occasional -

p Aior-hous Crystals* Moderate Heavy.-

PO Negative Negative -U P04*
Oxal ate* Negative Negative -

Casts* Negative Negative -

Other* Occ. L.S.**
Occ. U.A.

i!

S*Microscopic (per high power field).
i t 'L.S. Leucine Spheres; U.A. - Uric Acid.



LITTON SIO!NETICS, ItJC. A-106

TABLE 7 (continued)

URINALYSIS

RDX - 10 tIG/KG 13 WEEKS

MONKEY NO. & SEX

_M33 (F) B3609(LI _ M39.LF1

1.5 6.5

S~ecific Gravit,- 1.018 1.015

Gl ucose Negative Negative -

Albur~i. Negative Negative -

Ketone Negative Negative -

Bile Negative Negative -

Occult Blnod Negative Negative -

'Mite allod CelCs* 1-3 1-3

R-d i8cd Cells* Negative Negative -

E-ithe! iil Cells* Occasional Occasional -

Bacteria.* Occasional Moderate -

Arnrphous Crystals* Moderate Little -

P04* Negative Negative

Oxalate* Negative Negative -

Casts* Negative Negative -

Other* Freq. L.S.**

*Microscopic (per high power field).
**L.S. - Leucine Spheres.



LITTON BIO!JETICS, lC. A-107

I TABLE 7 (continued)

URINALYSIS

RDX - 1 MG/KG 24 WEEKS PRE-DRUG

MONKEY NO. & SEX

B3952 (11) 83563 (M) B4093 (M)

9.0 8.0 5.0

${ •ci f.; rravi 1.034 1.019 1.025

GI ucos- Negative Negative Negative

MAbur:ir 30 mj Negative Negative

Ketone Negative Negative Negative

3"i l Negative Negative Negative

Occult Boned Negative Negative Negative

£ .rin4it :2loei Cols* 4-5 Negative 0-1

Rcd glo.•d Ceils* Negative Negative Negative

ithe! Cells* Occasional Occasional Occasional

I Bacteri-* Little Negative Negative

= Amrhous Crvstals* Much Negative Large

i P04 * Negative Occasional Negative

Oxa ]ate* Negative Negative Negative

|7 C•sts* Negative Negative Negative

Other* Many L.S.** Occ. L.S.**

'Microscopic (per high power field).[

N **L.S. - Leucine Spheres.



LITTON, -10,11rT*CS, "I;C. A-I08

STABLE 7 (continued)

URINALYS IS

RDX - 1 MG/KG 10 WEEKS PRE-DRUG

MO14KEY NO. & SEX
S8 _3952 (M) B3563 _M) B4093 (M)

9.0 7.5 7.0

!=T= c i nra v t, 1.033 1.015 1.021

GI ucns- Negative Negative Negative

MEAlu;i- 100 mg Negative Negative

Ketone Negative Negative Negative

j=ile Negative Negative Negative

I Occult Blood Heavy Negative Negative

Ai-t, -1i Cells* 7-10 Rare 4-6

Rcd Blood Cells* 16-20 Negative Negative
EithliR1 CeIs* Frequent Occasional Occasional

IF F B6cteri i * Small Negative Negative

A.rrwhous Crystals* Moderate Little Moderate

P04 * Negative Negative Negative

Oxalatte* Negative Many Negative

| CTsts* Negative Negative Negative

3ther* Many L.S.** F

r

*Microscopic (per high power field).
S*L.S. - Leucine Spheres. I-

Ig-:13 I •-'



A-109

___ LITTON• BIO' 4ETICS, INC.

TABLE 7 (continued)

URINALYSIS

RDX- I MG/KG 9 WEEKS PRE-DRUG

MONKEY NO. & SEX

B3952 (M)

nii 8.5

Snecific Gravity 1.021

Glucose Negative

Al bumi n 100 Mg

Ketone Negative

Bile Negative

Occult Blood Negative

;Ihite Blood Cells* 4-6

Red Blood Cells* Negative

Epithelial CelIs* Frequent

Bacteria* Siall

Amorphous Crystals- Heavy

P04 * tNegative

Oxalate* Negative

Casts* Negative

flMicroscopic (per high power field). j4:

_ _ If_



LITTO. 51N0JETICS, IIUC. A-1O

Pg ITABLE 7 (continued)

-URINALYSIS

-1,', 1 PM 4 WEEKS

-4MONKEY NO. & SEX

B3952 (Ma) B3563 (14) B4093 (M)

-4 6.0 7.0 7.5

7 ~ •ir•i' ravi'tU. 1.017 1.010 1.014

Glucos- Negative Negative Negative

Albir Negative Negative Negative

-Ktone 2+ Negative Negative

3iie Negative Negative Negative

- Occult B'nod Negative Negative Slight Trace

-- nit ' : i Cel1 5 Rare Negative 0-1

QRd Blood Cells* Negative Negative Negative

C-ithe!li.,l Cells* Few Occasional Occasional

Bacteria* Moderate Negative Negative

A•r ./•'rhous Crystals* HeaVy Moderate Little

P04 * Negative Negative Negative

Oxal ate* Negative Negative Negative

-f' Casts* Negative Negative Negative

Other* Few L.S.** Few L.S.**

**Microscopic (per high power field).
ML.S. - Leucine Spheres.

I•i-
I F

_____________



LITTONJ BIONETICS, INC. A-1l1

TABLE 7 (continue-!)

URINALYSIS

RDX - 1 MG/KG 8 WEEKS

MONKEY NO. & SEX

J A~5?I. 315kL 141 B4093 (11)

7.0 8.0 6.5

): S-ccific i ravit. 1.023 1.009 1.014
4

Gi ucose Negative Negative Negative

Alnnir:i, Negative Negative Negative

- K.tone degative Negative Negative

Bile Negative Negative Negative

r Occult Blood Negative Negative Negative
`,i2e Blood Ceils* Negative 2-3 Rare

i

i Red Blood Cells* Negative Negative Negative
cEithclial Cells* Few Rare Negative

S| Bacteria* Moderate Negative Sial 1

- AiorPhous Crystals* Heavy Moderate Little

I- PO4 * Negative Negative Negative

4 

II2

! V Oxal ate* Negative Negative Neg tive

I Casts* Negative Negative Nege •ive

- ( hI

II

S~*Microscopic (per high po~er field).•

__ ill
S.IF

-;2



LITTON, BIOrlETICS, 1IC. A-1 12

7 TABLE 7 (continued)

URINALYSIS

f RDX - 1 MG/KG 13 WEEKS

:F

MONKEY NO. &SEX

B3952 (0A B3563 (M) B4093 (tl)

8.0 6.5 6.0

.-. iic rvi t,- 1.030 1.006 1.009

GI ucos'- Negative Negative Negative

Albu-:i, Trace Negative Negative

Ketone Negative Negative Negative

Bile Negative Negative Negative

Occult Blood Negative Negative Negative

;:h;thi-t il o0d Cel s* 2-4 2-3 Rare

;• I Rcd Blood Cells* Negative Negative Negative

Erithei'al Cells* Occasional Neg3tive Negative

Bacteria* Occasional Moderate Smali

- Ar.or-hous Crystals* Moderate Moderate Little

"P04 * Negative Negative Negative
jNe

Oxal ate* Negative Negative Negative

Casts* Negative Negative Negative

jflfl*MicoscOpic (per high power field).

H•



LITTON SIO;IETICS, INC. A-113

TABLE 7 (continued)

OURINALYSIS

RDX - 1 MG/KG 24 WEEKS PRE-DRUG

I _MONKEY NO. & SEX

83599 2L B3891 ( _213718J~
6.0 5.0 6.0

r i G.ravi t- 1.009 1.009 1.011

(, ucos- Negative Negative Negative

Albii,:i : Trace Negative 100 mg

Ktone Negative Negative Negative

I Bile Negatlve Negativw Negative

Occult Blood Small Negative 3+

S;'nite '31ood CeCis* 0-3 1-3 8-10

J Red Blood Ceils* 0-1 Negative TNTC

Ecith".!ial Cells* Few Squamous Occasional Occasional

IBacteria* Negative Negative Negative

Amnrrhous Crystals* Some Moderate Little

P I'%4 Negative Negative Negative

Oxal ate* Negative Negative Negative

CCasts* Negative Neeatlve Negative

Other* Occ. U.A.**

I*Micr.copic (per high power field).
**U;A Uric Acid.



LITTONJ BIO.IETICS, IIC. A-i 14

TABLE 7 (continued)I
URINALYSIS

RDX- 1 MG/KG 10 WEEKS PRE-DRUG

MONKEY NO. & SEX
IB3599 (F) ..B3891 LF) B3718 (F)

F.0 7.5 8.0

?ncif4.c r.,avit, 1.024 1.036 :.0 e

Glucoseý Negative Negative Negative

IAlbir.I'n 30 mg 1NO mg Trace

F K;tone Negative Negative Negative

3 Bile Negative Negative Negative

JOccult Blood SmA11 Heavy 1+

i!) 'nitn -31cod Celis* 5-6 18-20 6-8

I I Red Blood Ceis* 3-4 TNTC 10-15

Ecithelial Cells* Frequent Few Many

Bacteria* Heavy Negative Moderate

Ar•.nr'hous Crystals* Heavy Heavy Moderate

4 Negative Few Negative

Oxal ate* Negative Negative Negative

C a CSsts* Negative Rare, Finely Negative
fl4 Granular

Si

*Microscopic (per high power field).

~~In

I _(In,



LITTON 5IoNETICS, INC. A- 115

"TABLE 7 (continued)

"URINALYSIS

RDX - 1 MG/KG 9 WEEKS PRE-DRUG

MONKEY NO. & SEX

10- E 7.0

f,"rcific rravi'tv" 1.034 1.017

GI ucos,ý Negatlve* Negative

A.h ;jr.i:n 30 mg 30 mg

Ketone Negative Negative

Bile Negative Negative

Occult Booed I+ Negative

.'hit:? .1..•1 Cel is* 2-4 6-8

SRed Blood Cells* 10-12 Negative

SEithelinel Cells* Few Frequent

' Bacteri a* Small Moderate

- Anow7hnus Crystals* Moderate iPeavy

Negative Negative

Oxalate* Negative Negative

I Casts* Negative Negative

Other* Occ. L.S.*

E l•

£ II
i) '!

1

*Microscopic (per high power field). V
**Positive for non-glucose reducing substances.

***L.S, -Leucine Spheres.

I

1=- :



LITTON SIONJCTICS, 111C. A-1l16

TABLE 7 (continued)

tJRINALYSIS

I RDX -1 MG/KG 4 WEEKS

I MONKEY NO. & SEX

"B3599 (F) B3891 (F) B3718 (F)

6.0 6.0 8.0

i -. cif", rravit; 1.004 1.033 1.032

Glucose Negative Negative** Negative

I Alhui-*i Negative Trace Trace

Ketone 1+ 2+ Negative

Si l •Negative Negative Negative

Occult Blood Negative Negativ'*, Negative'I

M4"ti V . o d Cills* 3-4 5-7 0-1

SRcd Blood CelIls* Negative Negative Negative

Et-i thel il Cells* Many Few Few

Bacteri a* Moderate Moderate Negative

-ilm or.-hous Crystals* Moderate Heavy M4oderate

PO Negative Negative Negative

j Oxal ate* Negative Negative Negative

Csts* Negative Neg~tlve Negative

Other* Occ. U.A.*** Many L.S.**

I� *Microscopic (per high power field).
S**Posi tive for non-glucose reducing substance.

***U.A. - Uric Acid; L.S. - Leucine Spheres.

II



LITTOIN SION[EUCS, PIC. A-i17

TABLE 7 (continued)

URINALYSIS

RDX -I MG/KG 8 WEEKS

1MONKEY NO. & SEX

B3599 (F) B3891 (F) B3718 (F)

7.0 8.0 7.5

IS:'cific Gravi 'tv 1.016 1.026 1.031

G1ucos- Negative Negative Negative

IAhjr•:i- Negative Negative Trace

Ketone Negative Negative Negative

e Negative Negative Negative

Occult B~ood Negative Negative Negative

.: ` t: 5 1cod Cal s* Rare Rare 1-3

Rzd Blood Ceils* N.egative Negative Negative

E-:ithelial Cells* 5-15 0-2 Rare ,

Light Negative Moderate

Am r For hus Crystals* Moderate Heavy Moderate
1

P04* Negative Negative Negative

'N iae
Oxas te* Negative Negative Negative

Other* Occ. U.A.**I

S*Microscopic (per high power field).
**U.A. Uric Acid.



! f A-118
LITTON BIONETICS, INC.

TABLE 7 (continued)

-" URINALYSISI

RDX - 1 MG/KG 13 WEEKS

MONKEY NO. & SEX
"8J 3519 (F) B3891 (F) 83718 (F)

7.0 6.5 7.0

Snecific Gravity 1.012 1.022 1.021

Glucose Negative Negative Negative

Albumin Negative 30 rg 50rmg

Ketone Negative Negative Ne-!,itive

Bile Negative Negative Negative

] Occult Blood Negative Negative Negative

p ; hite Blood Cells* 0-2 8-10 8-10

Red Blood Cells* Negative Negative Occasional

u [ Epithelial Cells* Occasi')nal Occasional Occasional

Bacteria* Moderate Small Occasional

Amorphous Crystals* Little Heavy Heavy

Negative Negative Negative

Paa* Negative Negative Negative

Oxalate* Negative Negative Negative

Cas ts* Negative Negative Negative

Other* Occ. L.S.** Occ. L.S.**

511A
U *Microscopic (per high power field).

**L.S. - Leucine Spheres.



r- ILITTOIN BIONETICS, INIC. A-l19

UI TABLE 7 (continued)

URI N."LYSIS

RDX - 0.1 MG/KG 24 WEEKS PRE-DRUG

I _ MONKEY NO. & SEX

B4254 (M) B3776 C() B3709 (M)

8.0 7.5 7.0

S-!cif- Gravity 1.021 1.019 1.015

Gl ucos' Negative Negative Negative

Albur-i, Negative Negative 100 mg

Ketone Negative Negative Negative

Bile Negative Negative Negative

Occult Blood Negative Negative Trace

S'ni- te Z1lo'i Cells* Negative 0.2 Occasional

_i Rd Bloed Ceils* Negative Negative I-3

Ecithelial Cells* Few Negative Rare

RU Becteria* Some Negative Negative

Ar.or;-hous Crystals* Some Little Mode~rate

-P4 * Negative Negative Negative
- xNN

Oxalate* Negative Negative Negative

Cas ts* Negative NegatLive Negative

Other* Heavy L.S.** 0cc. L.S.~

3 *Microscopic (per high power field).
**L.S. - Leucine Spheres.

C.I1



I LITTO'| BIO,?IETICS, IIIC.A-2
L TABLE 7 (continued)

URINA:LYSIS

IT RDX - 0.1 MG/KG 10 WEEKS PRE-DRUG

MONKEY NO. & SEX
B4254 (MI) B3776 (M) B3709 (M)

8.0 9.0 8.0

S.iicific Craitv 1.021 1.023 1.032

G1 ucos'_ Negative Negative Negative**

Albr:i:, Negative Trace 30 mg

Ketone Negative Negative Negative

I Bile Negative Negative Negative

Occult Blnod Negative Moderate Negative

" .;nito Blcod CelIs* 4-6 2-4 2-4

Rzd Blood Cells* Negative 10-12 OccasionalH
-- ithqlial Cells* Occasional Negative Many

- I Bacteria* iegative Negative Negative

AnorPhous Crys~als* Moderate Little Moderate

P0* Negative Negative Negative

Oxalate* Negative Negative Negative

Cs ts* Negative Negative Negative
Other* Occ. T.P.*** Occ. T.P.***

an 'tMicroscopic (per high power field).
**Positive for non-glucose reducing substances.

***T.P. -Triple Phosphate.

Ij~,I



A- 121

LITTON~ BIONETICS, INC.

TABLE 7 (continued)

URINALYSISJ

RDX - 0.1 MG/KG 9 WEEKS PRE-DRUG

MU'KEY NO. & SEX
B3776 (M) B3709 (M)

I

9.0 7.0

Snecific Gravity 1.020 1.012

Glucose Negative Negative

Albuiin 30 mg Negative

Ketone Negative Negative

r Bile Negative Negative

Occult Blood Negative :,fgative

r, lhitIn "locJ Cells* 2-4 2-3

SRed Blood Cells* Negative Negative

1 Epithelial Cells* Rare Occasional

Bacteria* Small Small

- Amorphous Crystals* Heavy Moderate

b P04 * Negative Negative

Oxalate* Negative Negative

Casts* Negative Negative

P:

S*Microscopic (per high power field).

aI *"



t LITTONI EIOU1TICS, Ir1C. A-122

S I TABLE 7 (continued)

URINL Y SI S

IROX -0.1 MG/KG 4 WEEKS

I MONKEY NO. SEX

B4254 (M) B3776 (M) B3709 (M)

RI 5.0 8.0 7.0

"• i Sci!c '~Gravit-, 1.007 1.025

G1 ucosr- Negative Negaci;e Negative

Al bur: Trace Negative Trace

Ketone 1+ Negative Negative

iNle egative Negative Negative

!Oýc!"It Bloed Negative Negative Negative

jj .;h~ite :;,e' Celis* 1-2 Negative Negative

t i| Red BIlood Cells* Negative Negative Negative

"ELi thel'il Cells* Rare Occasional Occasional

( I Bacteria* Moderate Negative Negative

Arnor:hous Crystals* Moderate Heavy Moderate

P04* Negative Negative Negative

Oxal•te* Negative Negative Negative

l IF Cists* Negative Negative Negative

Other* Few L.S.** Many L.S.**

° I

l*Microscopic (per high power field).
- ~**L.S. - Leucine Spheres.



LITTON ,IONETICS, IIC. A-123

f TABLE 7 (continued)

RDX -0.1 MG/KG 8 WEEKS

1MONKEY NO. & SEX
B4254 (M) B3776 (M) B3709 (M)

7.0 7.5 7.0
i Scific 5ravit'- 1.018 1.031 1.020

Gi ucos-' Negative Negative Negative

Albiri i Negative Negative Trace
SK~tone Negative Negative Negative

U [ Bile Negati ýive Negative

i Occult Blnod Negativr :. ive Negative
, | I

,;li t ný "3crv Celis* Negative 2-3

R:d Blood Cells* Negative Negative Negative

E-ithrl ial Cells* 0-2 Occasional Occasional

1Bitctria* Light Occasional Heavy

Ar'ornhous Crystals* Moderate Heavy Moderate

P 4 NNN
SP04* Negative Negative Negative

Oxal ate* Negative Negative Nega ti ve

r! CIsts* Negative Negative Negative

Other* Rare L.S.** Occ. L.S.**

14

*Microscopic (per high power field).
**L.S. - Leucine Spheres.

S•_ --



[ I fLITTON' SIOIETICS, INIC. A-124

J TABLE 7 (continued)

IJP1VI.~LYiSI

RDX -0.1 MG/KG 13 WEEKS

VONKEY iNO. A SEX
SB4254 (M) B3776 (M) B3709 (M)

I 9.0 7.0 6.5

z , '-ci',• C-rivivt., 1.015 1.029 1.018

•GI ucos- Negative Negative Negative

Alburui 30 mg 30 nmg Negative

Ketone Negative Negative Negative

i gii~ Neo- i Negative Negative

Occult Blood Ne(, Negative Negative

1' i t;!:ind Cc11s* 0-2 Rare 0-1

F Rcd "loed Cells* Nagative Negative Negative

-ji thi!iZ1 Cells* Rare Frequent Negative

I Bacteri a* Moderate Moderate Occasional

VAorhous Crystals* Heavy Heavy Moderate

O 4 Negative Negative Negative

Oxalats-* Negative Negative NegativeOF asts Neatve Negative Negative

Other* Occ. L.S.** Occ. L.S**

*Microscopic (per high power field).
•*S.S - Leucine Spheres.

S|

|I:-



LITTON B1IONETIC, A-125

I TABLE 7 (continued)

'IN.

RDX - 0.1 MG/KG 24 VWEEKS PRE-DRUG

I MONKEY NO. & SEX
SB3613 (F) B3646 _.§ 3617 (F)

6.5 6.0 8.0

.. rci•-- r ,;, 1.014 1.014 1.014

GI ino Negative Negative Negative
Al hu, ,egative Negative Trace

Kutone Negative Negative NegL.ive

-i "~ Negative Negative Negative

Occult B.)cd Negative Trace Trace

S,.iiz• :;'ioq Cj.l* 2-3 6-8 1-3

° Rd •oed Ce'Ils* Negative 2-3 Occasional

E':ithrli, 1 C. 1 s* Frequent Few many

"'I B,.c c, •Occasional Negative Rare

Amr.-hous Crvstals* Heavy Little L'ttle

"PO Negative Negative Negative

Oxal1te* Negative Negative Negative

Ke C.sts* Negative Negative Negative

ii

*Microscopic (per high power field).

U!

t "i



AA

I LITTON :,IONTIC: , INC. A-126

TPBLE 7 (continued)

'API;L- ' i

J RDX - 0.1 MG/KG 10 WEEKS PRE-DRUG

14011KEY NO. A SEX
] B3613 (F) B3646 (F) B361ý (F)

7.5 8.0 8.0

J' i r v it " 1.031 1.026 1.020

,GI .cos : Negative Negative Negative

Albu, j 30 mg Trace Trace

Negative Negative Negative

K e t o n e N e g a t i v e N e g a t i v e N e g a t i v e

Occult SBned Negative Negative 1+

.- '•,o C - l:, 1 - 3 2 - 3 6 -8

Red Bloed Ceils* Negative Negative 10-12

£- •i thr li a Cells* Few Few Frequent

t, -- •* "- Moderate Small Moderate

Xo•km-rhnus Crvstals* Heavy Moderate HeavyI'

PO* Negative Negative Negative

Oxal ate* Many Negative Negative

C sts* Necjative Negaat.e Negative

4

S*Microscopic (per high power field).I. i

ga



LITTON •:I !:1TICS, !;,C. A-127

TABLE 7 (continued)
iI ! !O',J i *i L .J' I -

I

j ORDX - 0.1 MGI/K( 4 WEEKS

MONKEY NO. 2._SEX
-83613 F B3646 (F) B3617 (F)

6.0 9.0 8.0

">"'cir;: 'rv', "1.035 1.027 1.026

Gi - Negative Negative** Negative

" Albur Trace 300 mg Negative

K: tone 4+ 4+ Negative

E Bi 1 e Negative Negative Negative

Occult bloud Negative 4+ 1+

M: n' I -"),, Cel 2-4 6-8 0-i

Rz:d &1od Cells* Negative 8-10 25+

E-ithl i'l Ceils* Few Frequent Occasional

Negative Moderate Some

A/mr.-rihus Crystals* Moderate Moderate Heavy

4 Negative Negative Negative

Oxal ate* Negative Few Negative

C-4sts* Negative 0-2 Coarsely '1egative
Granular

Other* Freq. U.A.*** Few T.P.*** Many L.S.*'k >.

I
*Micros,.opic (per hih power field).

**Postti e for non-glucose reducing substance. 0
***U. A. - Uric Acid; T.P. - Trip',e Phosphate; L.S. - leucirn Spheres.

IF



I LITTO:. 5)IOtETICS, i:4C. A-128

TABLE 7 (continued)

~'1UI

RDX -0. MG/KG 8 WEEKS

- : MONKEY NO. & 3EX

B3613 (F) B3646 (F) B3617 (F)

8.0 6.5 7.5

iciQ Vrv t' 1.032 1.035 1.031

!Gi 'aco- Negative Negative Negative**

AIh,' i Negative Trace Trace

K!"tone Negative Negative Negative

;j1i Negative Negative Negative

-O,'cult Blood Negative Negative Negative

.:n,'Tl CU".iI* Negati-- 3-5 Rare

R..c i cd Co.is* Negative Negative Negative

_" i wl i,' £r s* Negative Frequent Rare

I r; tcri~ a-Negative Occasional Negative

fnor-hoS Crs ta•1 Heavy Much Little

Ii PO 04* Negative Negative Negative

SO,;lae*Negativs Negative Negative

C-,sts* Negative Negative Negative

Other* Occ. L.S.*** Rare L.S.***
IRI

*Microscopic (pir high power field),

"**Positive for non-glucose reducirng substances.
***L.S. - Leucine Spheres.'U

I !I



;-,,' TO''! i i0.:'',C 11;C. A-129

TABLE 7 (continued)

RDX - 0.1 MG/KG 13 WEEKS

MONF'EY NO. & SEX

B3613 (F) C3646 (F) B3617 (F)

7.5 8.0 9.0

'ci'' •.-•vitv 1.027 1.034 1.030

C-1 ';s- Negative Negative Negative

I Al•,i Negative 100 mg 100 mg

0 tone Negativw Negative Negative

Ne.tive Negative Negative

Occult B5ood Negative Negative Negative
.{'i t' :~o' Cells* Occasional 20-25 2-4

1 [ R-d ;Ulood Ce;Is* Negative degative Negative

r-~i tIh1ia I eells* Occasional Frequent Occasional

c tcri~ a*Little Moderate Moderate

mr.•'hous Crvstals* Little Heavy Heavy

PNegative Negative Negative
4xa! at3* Negative Negative Negative

C-.sts* Negative Negative Negative

Other* 0cc. L.S.** Freq. L.S.**

*Microscopic (per high power field).
**L.S. - Leucine Spheres.

-''

Ib



S~A-130

LITTON BIOtNETICS, INC.

TABLE 7 (continued)

S! URINALYSIS

TNT - 1 MG/KG 24 WEEKS PRE-DRUG

MONKEY NO. & SEX

B3697 (M) B3775 (M) B4301 (M)

5.0 9.0 8.0

S-ecific Gravity 1.021 1.034 1.034

* Glucose Negative Negative Negative

Al bumi n Trace Trace Trace

SKetone Negative Negative Negative

Bile Negative Negative Negative

j Occult Blood Negative Negative Negative

' White Blood Cells* "-3 1-3 0-1

Red Blood Cells* Negative Negative 0-1

j Epithelial Cells* Rare Occasional Occ. Squamous

- Bacteria* Negative Negative Negative

I Amorphous Crystals* Little Moderate Some

E 4 Negdtive Negative Negative
- Oxalate* Negative Negative Negative

I Casts* Negative Negative Negative

- Other* Occ. L.S.**

II f*Microscopic (per high power field).
**L.S. - Leucine Spheres.



A-131

S;- LITTO;N BIOUETICS, INC.

TABLE 7 (continued)

URIUIALYSIS

TNT - 1 MG/KG 10 WEEKS PRE-DRUG
I

MONKEY NO. & SEX

B3697 (M) B3775 (M) B4301 (M)

A- 8.0 6.5 8.0

S:-ecific Gravity 1.022 1.017 1.017

G'ucosp Negative Negative Negative

A1bui'in Trace 30 mg Negative

Ketone Negative Negative Negative

"Bile Negative Negative Negative

Occult Blood 1+ I+ Negative

SF 40hite Blood Cells* 4-6 1-2 2-3

Red Blood Cells* 3-5 12-15 Negative

Epithelial Cells* Occasional Occasional Frequent

Bacteria* Negative Small Small

Amorphous C-ystals* Moderate Moderate Moderate

SNegative Negative Negative

r Oxalate* Negative Negative Negative

Casts* Negative Negative Negative

*Microscopic (per high power field).

ril



I LITTONI BIO!JETICS, INC.

TABLE 7 (continued)

i f URINALYSIS
STNT 

- 1 MG/KG 9 WEEKS PRE-DRUG

MONKEY NO. & SEX

B 3775 ( ,')

8.0

S:necific Gravity 1.019

Glucose Negative

Albunin 30 mg

Ketone Negative

Bile Negative

Occult Blood Negative

I ,Jhite Blood Cells* 2-4

Red Blood Cells* Negative

jj Epithplial Cells* Occasional

Bacteria* Negative

Amorphous Crystals* Little

P0 4* Occasional

Oxalate* Negative
Casts* Negative

io 
I

"•Microscopic (per high power field).

I 4;2



A- 133g LITTOU BIOtETICS, INC.

TABLE 7 (continued)

fI URINALYSIS

Iv
TNT - 1 MG/KG 4 WEEKS

MONKEY NO. & SEX
• B3697 (M) B3775 (M) B4301 (M)

6.0 6.5 7.5

Snecific Gravity 1.008 1.010 1.030

Glucose Negative Negative Negative

Albumin Negative Negat've Negative

Ketone Negative Negative Negative

.iee Negative Negative Negative

j 5 Occult Blood Negative Negative Negative

"- P .,hite Blood Cells* 2-4 2-5 1-3

Red Blood Cells* Negative Negative Negative

I Epithelial Cells* Rare Occasional Negative

Bacteria* Negative Small Negative

Amorphous Crystals* Little Moderate Moderate

SP0 4 * Negatve Negative Negative

Oxalate* Negative Negative Negative

F Ca, ts* ,Aegative Negative Negative

r Other* Freq. L.S.**

* Microscopic (per high power field).
""L.S. - Leucine Spheres.



SA-134

I LITTON BIOrIETICS, INC.

TABLE 7 (continued)

I URINALY SIS

TNT - 1 MG/KG 8 WEEKS
I
I

MONKEY NO. & SEX

B3697 (M) B3775 (M) B4301 (M)

-" 7.0 8.0 9.0

Snecific Gravity 1.027 1.029 1.035

SGlucose Negative Negative Negative

Albumin Negative Negative 30 mg

SKetone Negative Negative Negative

r Bile Negative Negative Negative

I Occult Blood Negative Negative Negative

1,Ihite Blood Cells* Negative Negative 8-10

R2d Blood Cells* Negative Negative Negative

JEvithelial Cells* Negative 1-4 Squam. Frequent

Bacteria* Negative Light Small

21 Amorphous Crystals* Heavy Light Heavy

"P04* Few Negative Occasional

Oxal ate* Negative Light Negative

Casts* Negative Negative Negative

I

I*M4icroscopic (per high power field)."

|I



I A-135
1[_•l LITTON| SIOJETICS, INC.

TABLE 7 (continued)

f URINALYSIS

TNT- 1 MG/KG 13 WEEKSI
MONKEY NO. & SEX

B3697 (M) B3775 (M) B4301 (M)

7.5 7.5 8.0

S'-ecific Gravity 1.013 1.032 1.058

fGlucose Negative Negative Negative

Albur.in Negative 30 mg Trace

SKetone Negative Negative Small

"Bile Negative Negative Negative

Occult Blood Negative Negative Negative

'hi te Blood Cells* Rare 10-12 1-2

Red Blood Cells* Negative Negative Negative

5 Epithelial Cells* Rare Frequent Frequent

Bacteria* Moderate Moderate Small

knorphous Crystals* Little Heavy Moderate

I P0:* Negative Negative Negative
Oxalate* Negative Negative Negative

Casts* Negative Negative Negative I

SOther* Freq. L.S.** Freq. L.S.**

*Microscopic (per high power field).

**L.S. - Leucine Spheres. I [

Ii
I



SLITTONI 510'NTICS, INIC. A- 136

L0TABLE 7 (continued)

"Y'i:.. L ' - i a

I TNT - 1 MG/KG 24 WEEKS PRE-DRUG

S.. MONKEY NO. A SEX
B3857 (F) B3516 (F) B3928 (F)

8.0 5.0 7.5

S;•i:r .,-vit"1.017 1.008 1.009

G1 uins~- Negative Negati. Negative

4 Al], i Negative Negative Negative

,tone Negative Negative Negative

Negative Negative Negative

I Occult B',)cd Small Trace Negative

' it- :;l.'vi Cl '1* 0-1 2-5 1-3

R:.d Blocu Cells* 0-3 Rare Negative

E-ithelil CelIs* Occ. Squamous Few Frequent

Sctcri-* Negative Negative Negative

SAnorrhous Crvstals* Negative Moderate Heavy

P04  Negative Negative Negative
4Oxal te* Negative Negative Negative

SC asts* Negative Negative Negative

Other* Many L.S.**

S*Microscopic (per high power field).1 L.S. - Leucine Spheres.

'3
!.~-- ;



1 LITTO:' ,'1Q.IETIC'. {:*C. A-137

Ir TABLE 7 (continued)

TIT - 1 IIG/,G 10 WEEKS PRE-DRUG

0io1MY NlO. & SEX

B3857 (F) B3516 (F) B3928 F)

9.0 5.0 8.0

: *I .. -vi ,1.028 1.014 1.026

Negative Negative Negative

-:lhir Trace Trace 100 mg

,t Negative Negative Negative

Negative Negative Negative

G cul t Bi:,•c1 1+ Small Heavy

o..; c& * 2-5 1-3 2-3

R:c x Io" c,,s* 8-10 2-5 Many

111 r. • �1 i,'l s I s Occasional Few Frequent

j{;,trij ;* Moderate Small Negative

-.- r,-hnus C,-vitals* Heavy Moderate Heavy

IPO

P04 * Negative Negative Negative

Oxah-te* Negative Negative NegativeI

C- C:ts ts* Negative Negative Negative

Other* Occ. L.S.**

*Microscopic (per high power field).

""*L.S. - Leucine Spheres.

i -'



L]TTO:! ..1O!'CTIC$. c;. A-13MC

TABLE 7 (continued)

TNT - 1 MG/KG 9 WEEKS PRE-DRUG

rIOI0KFY NO. &_SEXS.. ... . . . .. . .......... ..

B3928 (F)

9.0

S"•Ci'* : '•vit' 1.022

.l Negative**

Alh:, iN - Trace

K!!tone (Negative

Negative

Occult Ei•hCd Negative

. , .I* rA c lc ls 2-4

R.:d i~lo,:d, Ce'l s* Negative

Sl r'hl i," CellIs* Occasional

:1.tCri ;a* Occasiooal

Arm. : h(nus CrstaIls* Heavy

P04  Negative
4N

Oxalate-* Negative

CI: 'Ists* Negative

*Microscopic (per high power field).

* *Positive for non-glucose reducing substance.



iO5 O.'IO: ' lT[IC I C A-139

TABLE 7 (continued)

UP1!.l""L V.

STNT - 1 MG/KG 4 WEEKS

MONKEY NO. & SEX

B3857 (F) B3516 (F) B3928 (F)

j 7.5 7.0 7.5

j'Ci ; ' !2vit' 1.024 1.042 1.035

C1 u-c S Negative** Negative** Negative

Alhj, i 100 mg Negative Trace

K,,tone 3+ Negative Neg;tive

Negative Negative Negative

Occult Blood Negative Negative Trace

,:fli :,i~oi Coll,* 0-2 0-1 0-1

SRd dlood Ce;ls* Negative Negative 25+

E-ithlifI Ce1lIs* Rare Occasional Occasional

,ctcric* Negative Negative Negative

Ami.nrhous Cr,,stals* Heavy Moderate Negativ.

PO -P 4 * Negative Negative Negative

Oxaa•'•ek Negative Negative Negative

fC.,sts*. Negative Negative Negative

Other* Occ. U.A.*** Occ. L.S.***
F

*Microscopic (per high power field).

•*Positive for non-reducing substances.
S**U.A. - Uric Acid; L.S. - Leucine Spheres.

_ __ __ 
.-



L iTT 0: • ,i :1'TIC',, iUC. A-140

TABLE 7 (continued)

I TNT - 1 MG/KG 8 WEEKS

7
4 04IO1,EY 140. & SEX

B3857 (F) B3516 (F) B3928 (F)

8.0 8.0 9.0

1e.ative 031 1e024 1.027

Negative Negative Negative

Negative Negative Negative

0 tne Negative Negative Negative

SK',tnn ~Negative Negative Negative, "3i!,Negative Negative Negative

.01 . Ce', Negative 0-2 1-2

R.c BIood Ceils* Negative Negative Negative

Et..-i t•i,I Cel IS* 0-2 Squam. Occasional Fre4uent

B~z ,tcr-i a* Modcrate Negative Moderate

Ara,-,-iious C-vstals* Moderate Moderate Heavy

PO Negative N.egati-ve- Negative
Oxalate* Few Negative Negative

C Cs ts* Negative Negative Negative

Other* Occ. L.S.**

V,3  * Microscopic (per high power field).
•*L.S. - Leucine Spheres.

IL.



LITT : :,ON ltlg 'T! A- 141

f TABLE 7 (continued)

-j TNT- 1 MG/KG 13 WEEKS

-MOWKEY N1O. A SEX

B3857 F B3516 (F) B3928 (F)

8.0 6.5 8.0

r " "• i ' r ,-: • '1 . 0 3 1 I1 . 0 2 1 1 . 0 3 1

.GI ,s- Negative** Negative Negative

I Alh' i100 mg Negative Negative

K- trni Negative Negative Negative

,ilh Negative Negative Negative

('ccul t Bx.d Negative Negative Negative

.I t 2' U!~1 ' 15-20 0-2 4-6
°13

SP.-d lec.t. C-I.S* Negative Negative Negative

-"ithreli, C.els* Many Negative Frequent

Occasional Small Negative

4-- P r.nrhnus C-.vstals* Heavy Heavy Heavy

P0* Negative Negative Negative

Oxal at* NegAtive Negative Negative

C-s ts* Negative Negative Negative

Other* Occ. U.A.***

*Microscopic (per high power field).
**Positi-ve for non-glucose reducing substances.

***U.A.- Uric Acid.

A



I _TTO:_. ;IC. A-A42

TABLE 7 (continued)

'Pl:J. LV'i

TNT - 0.1 MG/KG 24 WEEKS PRE-DRUG

140INKEY N14. & SEX

B3782 (M) B3773 (M) B3427 (M)

"9.0 9.0 8.0

"ci 1.022 1.023 1.015

Negative Negative Negative

SA!h'r ";Negatiue Negative Trace

Negative Negative Negative

•i .Negative Negative Negative

Oc1:' t 9..,d Trace Negative 2+

..,- *• .*, rtn.• * Rare 0-2 Occasional

R:-d i31ood Cpels* Very rare Negative 10-12

Cell C s* Rare Rare Few

B,-ctcri.i* Negative Negative Moderate

Ar.mr-h(us C,-vstils* Little Little Heavy

P04 , Negative Negative Occasional

Oxal at* Negative 4egative Negative

j C sts* Negative Negative Negative

Other* 
Few L.S.**

I
e

*Microscopic (per high power field).

**L.S. - Leucine Spheres.

I I



-LITTON n)Cl 1[TIlC!,, ,.C. A-163

IJ TABLE 7 (continued)

':LVI I, ,

ITNT- 0.1 MG/KG 10 WEEKS PRE-DRUG

I trIorKEY NO. &SEX

B3782 (M) B3773 (M) B3427 (M)

7.5 8.0 0

* i," :~ r."vi;" 1.028 1.013 1.021

G I C, s"Negative Negative "istive

f Alhir - Trace Negative Negative

':'t Negative Negative Negative

Negative Negative Negative

S= F Or~ult Bg'd 1-+ 1-3 Trace

S• "r 3-4 Negative 2-5

ri R-d 'Gloed Ceils* 10-12 Occasional 3-4

E ivtr-1i.;l Cells* Negative Negative Rare

• jctc,-iNegative Negative Heavy

Aic•i-,heus Crvstals* Heavy Moderate Heavy

P O P04  Negative Negative Negative
4Osts* Negative Negative Negative

Cxalste* Negative Negative Negative

Other* Few L.S."* gcc. L.S.**

I ,

*Microscopic (per high power field).i**L.S. - Leucine Spheres.

-I}
I



LITTON, 510111OJTICS, I;'C. A-144

TI TABLE 7 (continued)

!YRIi:;'L f

TNT - 0.1 MG/KG 9 WEEKS PRE-DRUG

. .. .oJ.KEY NO._ SE X

P3782 (M)I

9.0

1.023

51'is• - Negative

Albhi° Negative
Ne. %tive

I
!. ,i !- Negative

.I • Occult Bcd Trace
S[ .•ize:•1•d Cels-•3-4

R':d Bloo C-r1s* 0-2

-E-ithrieial Cells* Few

7 ' I, Cri ti•* Negative

I-: Am-im- /L.n-hous Crystals* Moderate

P04 * Negative

tOxa I te* Negative

[P C Ists* Negative

*Microscopic (per high power field).

i

A:



A-145

LITTON1 BIONETICS, INC.

TABLE 7 (continued)

URINALYSIS

TNT - 0.1 MG/KG 4 WEEKS

MONKEY NU. & SEX

B3782 (M) B3773 (M) B3427 (M)

• 6.5 7.0 8.0

S:necific Gravity 1.013 1.015 1.028

Gl ucosP Negative** Negative Negative

Albumin Negative Negative 30 mg

Ketone Trace 1+ Negative

Bile Negative Negative Negative

"Occult Blood Negative Negative NegativeI1 hite Blood Cells* 3-4 2-3 Negative

Red Blood Cells* Negative Negative Negative

E Epithelial Cells* Few Occasional Occasional

Bacteria* Moderate Moderate Some

Amorphous Crystals* Heavy Moderate Heavy

0gi

POala* Negative Negative Negativef4
Oxalate* Negative Negative Negative

Casts* Negative Negative Negative

r! nther* Many L.S.***

I
S*Microscnpic (per high power field).

"**Fositive for non-glucose reducing substance.
***L.S. - Leucine Spheres.

I
m ~



F __-_ - -

A-146

LITTONJ Bi•3ETICS, INC.

TABLE 7 (continued)

URItUALYSIB

TNT - 0.1 MG/KG 8 WEEKS

MONKEY NO. & SEX

B3782 (M) B3773 (M) B3427

8.0 8.0 6.5

S:;ecific Gravity 1.026 1.032 1.024

Glucose Negative Negative Negative

Al bum n Negative Trace Trace

Ketone Negative Negative Negative

Bile Negative Negative Negative

SOccult Blood Negative Negative Negative

£ hcltC Blood Cells* Negative Negative 0-1

R.,d Blood Cells* Negative Negative Negative

E Eithelial Cells* 0-2 Squam. 2-4 Squat . Negative

Bacteri a* Negative Negative Moderate

• Amorphous Crystals* Heavy Moderate Moderate

PO P0 4 * Negative Negative Negative

Oxal ate* Negative Negative Negative

Casts* Negative Negative Negative

•*Microscopic (per high power field).

j_



A-147
LITTON BIOIETICS, INC.

TABLE 7 (continued)

I URINALYSIS

TNT- 0.1 MG/KG 13 WEEKS
T
4

MONKEY NO. & SEX

B3782 (M) B3773 (Mi B3427 (M)

7.5 8.0 6.5

S:;ecific Gravity 1.026 1.024 1.024

Glucose Negative Negative** Negative

Albumi n Trace Trace Trace

Ketone Negative Negative Negative

Bile Negative Negative Negative

Occult Blood Negative Negative Negative

.Ihite Blood Cells* 2-4 1-4 0-1

Red Blood Cells* Negative Negative Negative

SEpithelial Cells* Frequent Rare Negative

Bacteria* Occasional Moderate Moderate

r Amorphous Crystals* Heavy Moderate Moderate

PO Negative Negative Negative
POxaate* Negative Negative Negative
OxCasts* Negative Negative Negative

Other* Occ. L.S.***
Occ. S.C.

I *Microscopic (per high power field).
**Positive for non-glucose reducing substance.

***L. S. - Leucine Spheres; S.C. - Sulfa Crystals.

U; *1



LITTON' 1310NETICS, INC. A-148

I• TABLE 7 (continued)

I TNT - 0.1 MG/KG 24 WEEKS PRE-DRUG

MONKEY NO. & SEX

B1 83720 (F) B3608 (F) B3863 (F)

9.0 7.0 7.5

C Xavif t. 1.016 1.007 1.026

GhIcost- Negative Negative Negative

i Alhur,:i Trace Negative Negative

:tone Negative Negative Negative

0 gi I Negative Negative Negative

Occult Blocd Negative Trace Negative
} •- .- I!e:le Cel "*0-1 4-6 1-2

•,P R2Rd Blood Cells* 0-1 0-2 Negative

E -it'hlil1 Cells* Many Occasional Occasional

Bzctcriia* Negative Heavy Negative

- .r.-hous Crvstals* Negative Heavy Heavy

IP 4 Negative Negative Negative

Oxal3ate* Occasional Negative Negative

C*sts* Negative Negative Negative

*4
S*Mlicroscopic (per high power field).

U ,I
1= ri

~rii



LI,,O, B10NCTICS, "IC. A-149

TABLE 7 (continued)

I

I TNT - 0.1 MG/KG 10 WEEKS PRE-DRUG

I

M.IONKEY NO. & SIX

B3720 (F) B3608 (F) B3863 (F)

9.0 9.0 6.0

" i ... . ,1.051 1.023 1.026

1u s UCOY'Negative** Negative Negative

j AIh,,, 300 mg Trace Negative

_ ;tone Negative Negative 1+

Negative Negative Negative

"Occult B'ned 3+ Small Small

.. '•"z -od Ces* 1-3 2-5 1-4

Rcd jilood Ce, s* 18-20 occ. Rare 2-5
clumps

E-ithnli,. Cells* Frequent Frequent Frequent
lJ .D,,'•t,'a*Negative Moderate Negative

Armr;,hous Crvstals* Moderate Heavy Moderate

PO P4* Negative Negative Negative

FOxalate* Negative Negative Few

$C1s is* 0-2 Finely Negative NegativeS~Granul1ar
" Other* Occ. U.A.***

ff1 *Microscopic (per high power field).
"" *Positive for non-glucose reducing substances.
**U.A.- Uric Acid. it

I;
I -- • -• '• --= ''



SI L1TTO!,' 1tIOTIC',, ;;JC. A-150

TABLE 7 (continued)

TNT - 0.1 MG/KG 9 WEEKS Plk-UKUG

14MONKEY 110. &SEX
_B.ZZQ.IE).. . ... . . .

9.0

., ,1.031

G1 .;Cns Negative

Alhiu, i 30 mg

K,!tone Niegative

-D i 1-, Negative

OccJ ItBfncd Moderate

U, 1 0-1

RA..d lod C .1s* None

E-i t~z.I i, Cols* 4-1

B c.B tc ri .,* Negative

Amrn" hnus Crvsc,!s* Moderate

P04* Negative

.Oxal at* Negative

CCs tS* Negative

*(o El

I *Miicroscopic (per high power field).

2'
It

,______________*



LITTON! SIONETICS, INC. A-151

TABLE 7 (continued)

TNT- 0.1 MG/KG A WEFKS

IMONKEY NO. h F EX

B3720 ( 8) "3608 B3863 (F)

6.0 7 5 8.0

I S-'ecific '1ravity 1.009 1.009 1.032

Glucose Negative Negative Negative

SAl hl ;• Trace Trace Negative

Ketone 1+ Trace Negative

I Bile Negative Negative Negative

I Occult Blood Negative Negative Negative

1 ILn0 'leod Celis* 1-3 0-2 Negative

f R-d Blood CeIls* Negative Negative Negative

Ezitheiail Cells* Few Negative Occasional

Bacteria* Small Moderate Negative

I Aor~hous Crystals* Moderate Moderate Moderate

PO Negative Negative Negative

Oxal ate* Negative Negative Many

Casts* Negative Negative Negative

Other* Few U.A.** Many L.S.**

Ii0,
*Microscopic (per high power field).

**U.A. - Uric Acid; L.S. - Leucine Spheres. i

i~iII



L LITTONJ ;,BIO:!ETICS, INC. A-152

TABLE 7 (continued)

Ii TNT -0.1 MG/KG 8 WEEKS

MONKEY NO. & SEX

B3720 (F) B3608 (F) B3863 (F)

8.0 8.0 8.0

"cif .rj vit" 1.034 1.028 1.030

SG1 !vos,- Negative Negative Negative

S!° Alhuri', Trace Trace Negative

K,!. ona Negative Negative Negative

a i le Negative Negative Negative

Occult Bnod Trace Negative Negative

..'nAU ; 1 1-3 0-1 2-4

I R::d BlooŽd Ceils* Negative Negative Negative
f-

F-:ithr'1i,.l Cells* 2-5 Squam. 1-3 Squam. Occasional

|'i B zt•.ri c * Light Negative Sma 1

Arm'r,hous Crvstals* Heavy Light Moderate

P04  Negative Negative Negative

Oxalate* Negative Few Negative

C'.s ts* Negative Negative Negative

Other* Occ. L.S.**

JioIi F

*Microscopic (per high power field).
*-L.S. - Leucine Spheres.

U [I

1 -- , . . . ... '.... - 2 --



LITTONJ 5310NETICS, INC. A-153

TABLE 7 (continued)

UPf

TNT - 0.1 MG/KG 13 WEEKSI

SIIt
!,,ONKEY NO. & SEX

_B3720 (F) B3608 (F) B3863 (F)

"-" 8.0 6.5 6.5

S -ecifc Gravit', 1.030 1.011 1.029

Gi :icosr Negative Negative** Negative

Alhu,-i, 30 mg Trace Trace

.tone Negative Negative Negative

I • ie Negative Negative Negative

[ Occult B'oed Negative Trace Negative

..v.te ;'T' Ce.1is* 1-3 2-3 1-3r
Rcd Blood Ceils* .Negative 2-4 Negative
r£:ithr!liz.l Cells* Frequent Occasional Occasional

(B;.cteria* Moderate Small Negative

Ar.or:-hous Crvstals* Heavy Heavy Moderate

P04 * Negative Negative Negative
Oxalate* Negative Negative Negative

C.alt-* Negative Negative Negative

Other* Occ. L.S.*** Occ. L.S.***

I3

*Microscopic (per high power field).""*Positive for non-glucose reducing substances. r***L.S. - Leucine Spheres.

1L



|I
SA- 154

• i LITTON• BIONETICS, INC.

TABLE 7 (continued)

URINALYSIS

TNT - 0.02 MG/KG 24 WEEKS PRE-DRUG

MONKEY NO. & SEX

_B3559 (M) B3848 (M) B4239 (M)

8.0 8.0 7.0

S:necific Gravity 1.022 1.021 1.022

Glucose Negative** Negative Negative

Al burni 30 mg 30 mg Negative

Ketone Negative Negative Negative

Bile Negative Negative Negative

Occult Blood Negative Trace Negative

F 1hite Blood Cells* 0-2 0-2 0-1

Red Blood Cells* Negative Rare Negative

Epithelial Cells* Occasional Occasional Occ. Squam.

Bacceria* Negative Negative Negative

Amorphous Crystals* Little Moderate Large

SE PO4
4 Negative Negative Negative

Oxalate* Negative Negative Negative

Casts* Negative Negative Negative

Other* Freq. L.S.***

*Microscopic (per high power field).
**Positive for non-glucose reducing substances.

"***L.S. - Leucine Spheres.

*Icrscpl pe hghpwe fel)

~m~uinw



A-155

LiTL. .A 10ETICS, INC.

TABLE 7 (continued)

S j URINALYSIS

TNT - 0.02 MG/KG 10 WEEKS PRE-DRUG

MONKEY NO. & SLX

B3559 (M) B3848 (M) B4239 (M)

7.0 6.5 8.0

Srecific Gravity 1.027 1.026 1.015

Glucose Negative Negative Negative

Al bumi n Trace Trace Negative

Ketone Negative Negative Negative

Bile Negative Negative Negative

Occult Bi od Small Small Negative

WJhite Blood Cells* 1-3 Rare Rare

Red Blood Cells* 3-5 Rare Negative

Epithelial Cells* Few Occasional Rare

[ Bacteria* Negative Negative Moderate

Amorphous Crystals* Little Little Moderate

P0 4 * Neqatve Negative Negative

Oxalate* Negative Negative Negative

Cas ts Negative Negi yve Negative

Other* Occ. U.A.** Occ. U.A.**

*Microscopic (per !',;Sh power fifeld).S*U.A. - Uric Acid,

F1
~ II



- A~ 5
LITTON BIONETICS, INC.

TABLE 7 (continued)

SI URINALYSIS

TNT - 0.02 MG/KG 4 '4EEKS

MONKEY NO. & SEX

B3s5.-(M) B3848 (M) B4239 (M)

6.0 6.5 8.0

S.ecifi'. Gravity 1.021 1.012 1.035

Glucose Negative** Negative Negative

Albumin Trace Negative Negative

Ketone 1+ Negative Negative

Bile Negative Negative Negative

Occult Blood Negative Negative Negative

- hite Blood Cells* 2-3 0-2 0-1

Red Blood Cells* Negative Negative Negative

Epithelial Cells" Rare Occasional Occasional

Bacteri a* Moderate Some Neoative

Amorphous Crystals* Moderate Negative Moderate

P04* Negative Negative Negative

Oxalate* Few Negative Negative

Casts* Negative Negative Negative

11 Other* Occ. L.S.***

i,
*Microscopic (per high power field).

**Positive for non-glucose reo,,cing substAnces.
***.L.S.- Leucine Spheres.

*i

jI -I

L _ _ _



A-157

LITTON BIOIIETICS, INC.

TABLE 7 (continued)

J URINALYSIS

TNT - 0.02 MG/KG 8 WEEKS

MONKEY NO. & SEX

_B3559 (M) B3848 (M) B4239 (M)

* 7.0 7 0 8.0

Snecific Gravity 1.028 1.017 i, 034

Glucose Negative Negative Negative**

Albumin N'gative Negative Negative

Ketone Negative Negative Negative

Bile Negative Negative Negative

Occult Blood Negative Negative Negative

-lhito Blood Cells* 0-2 3-6 8-6

Red Blood Cells* Negative Negative Negative

i Epithelial Cells* Negative Few Frequent

Bacteria* Light Moderate Moderate

Amorphous Crystals* Moderate Moderate Moderate

PO
4 Negative Negative Negative

O 
NCaats* Negative Negative Negative

SOther* 0cc, L.S.*** Few L.S.***
Occ. U.A.Mu

S*Mirr'mcopic (por high power field).
"**Positive for non-glucose reducing substance.

fl ***L.S. - Leucine Spheres; U.A, - Uric Acid.

4 1.
IfI



A,.-158

I• LITTON BIONETICS, INC.

TABLE 7 (continued)

J URINALYSIS

TNT - 0.02 MG/KG 13 WEEKS

MONKEY NO. . SEX

B3559 (M) B384F SM) B4239 (M)

8.0 6.5 6.5

: Snecific Gravity 1.008 1.008 1.033

Glucose Negative Negative Negative

Albumuin Negative Negative Trace

Ketone Negative Negative Negative

Bile Negative Negative Negative

Occult Blood Negative Negative Negative

""•hite Blood Cells* 4-6 1-3 0-2

Red Blood Cells* Negative Negative Negative

- ,ithelial Cel'is* Occasional Occasional Frequent

SBacteria* Heavy Moderate Negativ,

Amorphous Crystals* Moderate Mod~erate Heavy

P04 * Negative Negative Negative

Oxalate* Negative Negative Negative

Casts* Negative Negative Regat've

Other* Freq. L.S.**

M in

*Mlcrosropic (per high power field).
**L.S. - Leucine Spheres.

Ia
II

m ____"__



LITTON1 5IOrJETICS, ItJC. A- 159

j ITABLE 7 (continued)

IJR IV.L, S,1

TNT - 0.0? MG/KG 24 WEEKS PRE-DRUG

MONKEY NO. & SEX

B3818 (F) B3867 (F) B3860 (F)

"8.0 6.0 8.0

c - ravittv 1.026 1.017 1.020

G1ucos: Negative Negative Negative

Alhbui, Trace Negative 30 mg

to.e Negative Negative Negative

gile Negative Negative Trace

Occult Blood Negative Negative 0-1

.' i . "o'i Cfli* Negative 2-J Rare

Rcd Blood Cels* Negative Negative Occasional

E :i th1i,1 Cells* Large Frequent Negative
Squamous

"IItctria* Negative Negative Negative

A.•nrhous Crvstals* Large Heavy Much

P04 * Negative Negative Negative
4Oxal te* Negative Negative Negative

OCxlsts* Negative Negative Negative

Othr*Few L.S.** Few U.A.**

S- " *Microscopic (per hign power field).
S**L.S. - Leucir,2 Spheres; U.A. - Uric Acid.

ill



= aLITTONUI,' O1ETICS, lh1C. A-160

j TABLE 7 (continued)

URI.I.fLY..I S

I TNT - 0.02 MG/KG 10 WEEKS PRE-DRUG

MONKEY NO. & SEX

B3818 (F) B3860 (FF

6.0 6.0 8.0

i:*'ecific Gravit' 1.010 1.010 1.028

G1 :-os Negative Negative NegativeV Alburi Negative Trace Trace

K!:tonef~ Negative Negative Negative

, Negative Negative Negative

Occult Blnod Negative Heavy Negative

..,Iit-a :;lco'. Cels* 1-3 2-3 6-8

Rcd Blood Cells* Negative TNTC Negative

Ezithnlial Cells* Frequent Rare Muny

3Bacte, i,.* Negative Negative Negative

! 1 Ancr-rhous Crystals* Moderate Moderate Little

P04* Negative Negative Frequent
Oxa4 te* legative Negative Negative

OC-lsts* Negative Negative Negative

ff

li• *Micro-copic (per high power field).

ill

UI

F



LITTO1• "310JEIF~CS, IIIsC. A-i161L TABLE 7 (continued)

URI ;I' LY . I:-

I TNT - 0.02 MG/KG 9 WEEKS PRE-DRUG

I OfNKEY NO. & SEX

B3867 (F)

6.5

-S>'cific 'ravitv 1.011

Glucos- Negative"

Albur'-, 30 mg

Ketone Negative

Negative

Occult Blnod Negative

C.al'ts :%leo'i Cell* 8-10 w/clumping

Rcd Blood Cells* Negative

LE.ith'rli,.l Cells* Few

Bacteri * NegativeI

i" An.ornhous Crystals* Little

P04 Negativef4

Oxal at.* Negative
C,.ists* Negitive

: ill

I [~ *Microscopic (per high power field).
**Positive for non-glucose reducing substance.

I] I



_ _ • • _ _ __• __ -.. . . . . .

LITTON! B3IO;ITICS, I•JC. A-162

j• TABLE 7 (continued)

URI;NALYSI

I TNT - 0.02 MG/KG 4 WEEKS

IMONKEY NO. & SEX

IB3818 (F) B3867 (F) 83860 (r)

5.0 8.0 9.0

S"S- c ri fic Gravity. 1.033 1. 011 1.030

Giucos- Ntgative** Negative Negative

"Alburir.:, 30 mg 100 mg Trace

Ketone 4+ 2+ Negative

D Bile Negative Negative Negative

. -Occult Binod Negative 4+ l+

:ni Cel is* 2-4 6-8 0-1

Rcd Blood Cells* Negative TNTC Negative

SE.ithelijl Cells* Frequent Frequent Occasional

B cFteri.* Moderate Sma I Negative

Amnrnhous Crvstals* Heavy Heavy Heavy
I!

1p 4* Negative Negative Negative

OxaIate* Negative Negative Many

- C-sts* Negative Negative Negative

Other* Occ. L.S.***

IIii

*Microscopic (per high pow.r field).

**Positive for non-glucose reducing st:stances.
***L.S. - Leucine Spheres.

I7-



[ I LITTON SIOrJETICS, INC. A-163

Y j TABLE 7 (continued)

URI;ALYSI. ]

TNT - 0.02 MG/KG 8 WEEKS

MONKEY NO. & SEX
•-B3818 (F) B3867 (F,.. B3860 (Fý

8.0 F,.5 9.0

S.eci fic Gravitv 1.032 1.029 1.023

Gi ucosD Negative Negative Negative

Albur:i: Trace Negative Trace

Ketone Negative Negative Negative

Bile Negative Negative Negative

Occult BInod Trace Negative Negative

n..nt £•lod C, 1is 1-2 2-5 4-8

Rzd Blood Cells* 2-7 Negative Negative

E6ith'!lidl Cells* Negative Frequent Few

Bacteri a* Large Negative Heavy

A.nr-hous Crystals* Negative Much Heavy

Pe
OP04* Negative Occasional Negative

SOxalate* Negative Oc.casional Negative

CIsts* Negative Negative Negative

Other* Gcc. L.S.**

*Microscopic (per high power field).
*'&L.S. - Leucine Spheres.

"I i

-1

_ - . - . . .



LITTON SIONETICS, INC. A- 164

TABLE 7 (continued)

URHI;W.LYSIS

j TNT -0.02 MG/KG 13 WEEKS

MONKEY NO. & SEX
B3818 (F) B3867 (F) B3860 (F)

- 7.5 7.5 9.0

6S-6cific Gravit', 1.027 1.032 1.028

Glucoseý Negative Negative** Npc,;tive

Albur~i-. 200 mg 30 mg 50 mg

Ketone Negative Negative Negative

Negative Negative Negative

Occult Blood 1+ Negative Negative

..'n ite * leUIod CelIs* 6-8 18-20 1-3

I: Red Blood Cells* 4.7 Occasional Negative

Ecitheliil Cells* Few Negative Few

II Bacteria* Occasional Little Moderate

SAmorphous Crystals* Heavy Heavy Heavy

P04 * Negative Negative Negative
Oxal ate* Negative Negative Negative

°F C atS* Negative Negative Negative
SCasts* Negative Negative Negative

Other* Occ. L.S.***

II *Microscopic (per high power field).
""*Positive for non-qlucose reducing substance.

***L.S. - Leucine Spheres.

- l

II



LITTON 3IOIETICS, 1.JC. A-165

SI TABLE 7 (continued)

URIL f.L I

CONTROL 24 WEEKS PRE-DRUG

I
MONKEY NO. & SEX

SB4046 (M) ,B4238 (M) B3628 (M)

9.0 8.0 9.0

: 3'ci fc Gravi ty. 1.016 1.028 1.026

G1 ucos- Negative Negative Negative

Alu•:i'. Trace 30 mg Trace

mqtone Negatlvi.- Negative Negative

Bile Negative Negative Negative

,c)cult Blood Negative Negative Negative

' .:r. * 0iod Ccl.s 5-6 1-3 0-1

Red Blood Cells* Negative 0-1 Negative

E-ithnlial Cells* Occasional Few Squam. Occ, Squam.

Bk~ctcria* Negative Negative Negative

An•nr-hnus Crystals* Heavy Some Negative

"P04 * Negative Negative Negative

Oxal ate* Negative Negative Negative

- Csts* Negative Negative Negative

Other* Occ. L.S.**

*Microscopic (per high power field).
S **LS - ucne Sphere:.

1 rk

""" i
"--



LITTON SIO•rETICS, IN|C. A-166

l TABLE 7 (continued)

,JRII,..L, S!S

J CONTROL - 10 WEEKS PRE-DRUG

MONKEY NO. & SEX

B4046 (M) B4238 (M) B3628 (M)

- 9.0 9.0 9.0

S.:,cifl r Gravity" 1.032 1.029 1.033

Gl u.cos" Negative Negative Negative

AlhurI:i 100 mg 30 mg 30 mg

"K!!tone Negative Negative Negative

Bile Negative Negative Negative

;R Occult Blood Small Negative 1+

H.'ite :1leod Colis* 2-4 2-4 3-5

ME Rcd Blood Cells* 10-12 Negative 10-12

SE:-: helipl Cells* Frequent Few Few

Bacteria* Negative Small Small

Amnorhous Crystals* Little Little Moderate

P04  Negative Occasional Negative

!J Oxalate* Nt2Native Negative Ne';ative

C-s %S* Negative Negative J;egative

* rI

j *tMicroscop!• (per high pw.r field).

I!

I
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LITTONJ BIONETICS, !IC. A-167

S I TABLE 7 (continued)

URI....... LI

f CONTROL 9 WEEKS PRE-DRUG

S I MONKEY NO. & SEX
B4046 (M) B3628 (M)

-, 8.0 8.5

""ci . ,i ,-ravit", 1.031 1.015

Gl ucos.-- Negative** Negative

SAlu-i., Negative 30 mg

Kqitone Negative Negative

Bile Negative 1+

Occult Blood 1+ 3-5

* 1Ii to :ln"d Cel Is* 2-3 10-12

Rcd Blood Cels' 3-5 Few

E-:ith'l e11 Cells* Rare Small

B acterice* Negative Moderate

•-• Ar•.orus Crystals* Little Moaerate

n P0 *4 Negative Negative

Oxalate* Negative Negative

p C-Ists* Negativa Negative

*Microscopic (per high prler field).
* *Positive for non-glucose reducing substance.



LITTON' SIONCTICS, INC. A-168

TABLE 7 (continued)
URI.•-, LYM

CONTROL 4 WEEKS

I - MONKEY NO. & SEX

B4046 (M) B4238 (M) B3628 (M)

-5.0 7.0 6.5

ci.' ,ravit-, 1.006 1.028 1.015

G1 ucosq Negative Negative Negative

Albu,:i1 Trace Trace Negative

K:; tone 1- 4+ Negative

Ii1~ Negative Negative Negative

Occult Blood Negative Negative Negative

•.;!t 1 -•lod CU Is* '4 2-4 Rare

j Rcd Blood 'ells* NLkiative Negative Negative

oE-ith'viil Cells* Occ.sional Rare Negative

SI acteriaI* Moderate Small Negative

Anorhous Crvst"s* Moderate Moderate Moderate

1 P04* Negative Negative Negative
4xa• ate* Negative Negative Negative

I C asts* Negative Negative Negative

Other* Occ. U.A.**

l*Microscopic (per high power field).

I **U.A. - Uric Acid.

I



F LITTON SIONJETICS, IINC. A-169

TABLE 7 (continued)

!JPI:V.: YLi

CONTROL 8 WEEKS

i MONKEY NO. & SEX

B4046 (M) B4238 (M) B3628 (M)

8.0 7.0 7.0

c•. • r-a vity 0.011 1.034 1.015

G.ucosp Negative Negative Negative

A1bu:ose Negative Negative Negative

Keltonie Negative Negative Negative

jK: tNegative Negative Negative

SOccult B rood Negative Negative Negative

-!q'tz :,,n(d Cells* 0-2 0-3 0-3

R2d Blood Cells* Negative Negative Negative

E-itheli'l Cells* Negative Negative Occasional

Bacteri,* Moderate Negative Moderate

E Am.orphous Crystals* Little Heavy Moderate

P04  Negative Few Negative
Oxal ate* Negative Negative Negative

SCasts* Negative Negative Negative

Other* Few L.S.**

A

SI *Microscopic (per high power field).

**L.S. Leucine Spheres.II



LITTONI 5lOIETICS, i1C. A-170

TABL. 7 (continued)

I CONTROL 13 WEEKS

I ?MONKEY NO. & SEX

B4046 (M) B4238 (M) B3628 (M)

7.5 6.5 7.0

I" -"cif.'. :ravit" 1.020 1.01) 1.030

C 0 s Negative Negitive Negative

J Albu.- i Trace Trace 30 mg

K!!tn)e Negative Negative Negative
S3i Negative Negative Negative

Occult BnTd Negative Negative Negative

L.-1. -l,-p C ol Is* 3-5 6-8 0-1

_ R~d BEod Ceils* Negative Negative Negative

E.7ithpl ial Cells* Rare Few Occasional

IIc t~ri* ~Heavy Moderate Occaional

Armr'hous Crystils* Moderate Heavy Heavy

PO4* Negative Negative Negative

Oxal te* Negative Negative Negative

C-s ts* Negative Negative Negative

Other* Occ. L.S.** Occ, L.S,**I

I ~*Microscopic (per high power field).
u•**L.S. - Leucine Spheres.- |I

*jI



LlTTO!.' IUONE[TIC'., 1-1C. A-1 71

TABLE 7 (continued)

'YVI;L'r".i

I CONTROL 24 WEEKS PRE-DRUG

I ..... EY NO. SIX

B3297 (F) B4246 (F) 63735 (F)

1 9.0 6.0 7.5

, i -. ;vi- ., 1.018 1.027 1.021

Gl 'jns-: Negative Negative Negative

Albiri 30 mg Trace Negative

". tone Negative Negative Negative

Negative Negative Negative

Occult B:nc• Trace Small Trace

n-t• ~".vir Cel1s* 2-4 0-1 0-1

RcId 610od Cells* Rare 0-1 Rare

E-ithnli.-1 Ce(Is* Few Negative Few

I BrctcriR* Occasional Negative Occasional

An.or.hnus Crystals* Heavy Negative Moderate

POlt Negative Negative Negative

Oxal ate'o Negative Negative Negative

Casts* Negative Negative Negative

*i

S*Mi~croscopic (p.*v high power field). •

S:+= °
I •+

U=



LITTON' .5I0?'[TIC<ý. !-'C. A-172

= I TABLE 7 (continued)

13 .1 ) .,-

I CONTROL 10 WEEKS PRE-DRIII

SI I•MONKEY Ui0. & SEX
B3297 (F) B4246 (F) B3735 LFJ

I :7.5 9.0 7.5

I Vrjf'i *;-vi t" 1.026 1.027 1.025

Negative Negative Negative**
I l~ri30 mg 30 mg Negative

K,,tnne Negative Negative Negative

3ih eNegative Negative Negative

Occult B"1ned Moderate 2+ Trace

.:n ed Cell,* 6-8 2-3 8-10

QRcd 'lood Cells* 10-12 12-14 Rare

Cells* Few Occasional Few

( Bz tct ri,-.* Negative Small Moderate

ral kmor:-hous Crystals* Moderate Moderate Little

P 04 * Occasional Few Negative

"Oxaleate* Negative Negative Negative

Casts* Negative Negative Negative

A

*Microscopic (per high power field).
* *Positive for nnn-glucose reducing substance.

I
* _-_ 4



LITTON1 BIONIETICS, INC. A-173

TABLE 7 (continued)

CONTROL 9 WEEKS PRE-DRUG

--. MONKEY NO. & SEX
B4246 (F)

-~ 9.0

j Th•cifi' -ravitv 1.029

Glucos,- Negative**

SAlhivi 30 mg

K.,,tone Negative

I Bile Negative

I Occult Biood Negative

.,n,,. 3l0od Cells* 10-12

Red Blood Ceils* Negative

E:ithelil Cells* Few

I B 4,tctrija* Occasional

I Amrnrphous Crystals* Heavy

P04* Occasional

Oxal ate* Negative

Casts* Negative

I

I 'M4icroscopic (per high power field).
**Positive for non-glucose reducing substance.

Um-



+ I
LITTON 5IOIJETICS,, IC. A-174

S I TABLE 7 (continued)

f CONTROL 4 WEEKS

MONKEY NO. & SEX

B3297 (F) B4246 (F) B3735 (F)

8.0 8.0 7.0

: "cifi L 'ravit' 1.031 1.021 1 004

!GIucos• Negative* Negative Negative

Alhu!i 30 mg Negative Negative

K!-tnic 4+ Negative Negative

Si Ie Negative Negative Negative

Occult Blood Negative Negative Trace

M.;1.2 :1100,3 Cells* 2-4 0-1 0-1

* R':d Blood Cells* Negative Negative Negative

E-ith'l i,'l Cells* Few Few Occasional

Bacteria* Negative Negative Many

"Ar•.orhous Crystals* Heavy Moderate Moderate

P04 * Frequent Negative Negative

Oxal ate* Negative Many Negative

r Casts* Negative Negative Negative

Other* Few L.S.*** Occ. L.S.***

*•Microscopic (per high power field).
**Positive for non-glucose reducing substances.

***L.S. - Leuciae Spheres. t
*1L

-----



LITTiN 5IO!I[TICS. I^C.ITH. A-175

TABLE 7 (continued)

i CONTROL 8 WEEKS

I.OINK'EY NO.& S'(

83297 (F) B4246 (F) B3735 (F)

7.0 8.0 6.0

¾- vi Negative1.039 1.021 1.003

Negative Negative Negative

I ~ ~ riNegative Negative Negative

Small Negative Negative

S2i1 Negative Negative Negative

0:cizCt I Negative Negative Negative

..>','t:' :2'i eel~s 0-2 2-3 1-3

ICER:' god Cen, s Negative Negative Negative

E-ithRi•1 Cells* 5-15 Squam. Few Occasional

Negative Negative Moderate

Ai- Little Small Moderate

p P04  Few Negative Negative
Oxal 4te* Negative Negative Negative

j. C:ists* Negative Negative Negative

Other* Few L.S.**

II'

*Microscopic (per high power field).
*L.S. - Leucine Spheres.

I



LITTON 53IO1ETTIGC, IIC. A-176

TABLE 7 (continued)

CONTROL 13 WEEKS

I 4ONKEY NO. & SEX

B3297 (F) B4246 (F) B3735 (F)

8.0 6.5 6.5

I-c i f. ravi t" 1.021 1.027 1.014

Gi ucos' Negative Negative Negative

Ah,jr:i-, Negative Negative Negative

K,- tr;ne Negative Negative Small

IBie Negative Negative Negative

I Occult B. od Negative Negative Negative

-. :• z•P;e, Cel Is 4-6 2-5 1-3

Red idlood Cells* Negative Negative Negative

Eithe? izl Cells* Occasional Frequent Occasional

I rcti occasional Negative Occasional

n A.,rhous Crvstals* Moderate Heavy Moderate

PO Negative Negative Negative

Oxalite* Negative Negative Negative

Casts* Negative Negative Negative

l*Microscopic (per high power field).

,-



A-1177

LITTON BIONETICS, INC.

TABLE 8

URINE GLUTAM4IC-OXALOACETIC TRANSAMINASE! (I.U.)

WEEKS OF

VJNKEY NO. PRE-DRUG DRUG ADMINISTRATION

AND SEX 24 Wks 10 Wks 9 Wks 4 8 13

SI RDX - 10 MG/KG

B405U (M) 62 172 80 51 86* 100*
B3543 (M) 24 39 105 45 89* 148*
B3406 (M) 68 30 30 99 65 39

+ 51 80 88 65 80 95

33733 (F) 33 86 27 67 86 137
B3609 (F) 30 54 68 68 59 33
B3739 (F) 24 65 ill Dead Dead Dead

Mean 29 68 68 68 72 85

RDX - MG/KG

B 83952 (M) 51 71 86 83 77* 138
83563 (M) 45 24 59 22 33 22
B4093 (M) 11 48 83 36 65 21

Mean 36 48 76 47 58 6n

B3599 (F) 27 77 71 83 148 39
B3891 (F) 68 122 1i1 45 154* 68
83718 (F) 59 80 80 83 111 95

SMean 51 93 87 70 138 67

RDX - . 1 fiKG

84254 (M) 21 68 89 39 5D* 122
B3776 (M) 30 21 80 74 91 83
83709 (M) 36 45 83 57 74 92

?% Mean 29 44 84 56 74 99

83613 (F) 36 186 83 333 68 83

83646 (F) 59 105 137 319 111 143
I 83617 (F) 71 86 62 74 122 95

Mean 55 126 94 242 100 107

*Repeat values.
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TABLE 8 (continued)

URINE GLUTAMIC-OXALOACETIC TRANSAMINASE
(I.U.)

WEEKS OF

MONKEY NO. PRE-DRUG DRUG ADMINISTRATION

AND SEX 24 Wks lO Wks 9 Wks 4 8 13

4 lTNT - 1 MG/KG

B3697 (M) 19 62 21 45 22 77
B3775 (M) 77 65 65 30 71. 165
84301 (M) 36 148 86 74 143 137

Mean 44 92 57 50 78 126

83857 (F) 39 95 111 271 105 68
B3516 (F) 33 148 92 83 74 57
83928 (F) 39 74 65 89 89 62

Mean 37 106 89 148 89 62

TNT -0.1 MG/KG

8 83782 (M) 39 221 86 48 77 95
B3773 (M) 80 27 54 54 122 95
83427 (M) 19 30 77 122 51 62

Mean 46 92 72 74 83 84

B3720 (F) 22 137 92 57 92 143
83608 (F) 17 57 86 74 74 116
83863 (F) 62 62 53 73 ill 86

1 Mean 34 85 77 68 92 115

11 TNT - 0.02 MG/KG

803559 (M) 30 68 68 51 83 62
83848 (M) 11 65 77 42 65 19
B4239 (M) 57 54 57 92 111 80

Mean 32 62 67 62 86 54

83818 (F) 33 86 89 45 207* 291*
83867 (F) 59 42 -_0 77 89 89
83860 (F) 22 68 95 92 111 89

Mean 38 65 94 71 136 156

*ee v
__feet aus
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LITTON BIONETICS, INC.

TABLE 8 (continued)

URINE GLUTAMIC-OXALOACETIC TRANSAMINASE
(i.U.)

WEEKS OF

MONKEY NO PRE-DRUG DRUG ADMINISTRATION
AND SEX 24 Wks lO Wks 9 Wks 4 8 13

CONTROL

B4046 (M) 30 86 127 39 62 137
B4238 (M) 30 ill 138 207 51 ill
B3628 (M) 71 ill 59 71 68 92

Mean 44 102 108 106 60 113

B3297 (F) 45 68 74 214 86 179
B4246 (F) 74 68 51 100 68 59
B3735 (F) 74 71 36 36 17 62

Mean 64 69 54 116 57 100

1==

Ii
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IW
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3J

I = F
I _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _
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TABLE 9

SULFOBROMOPHTHALEIN, U.S.P., DYE CLEARANCE TEST (BSP)
Half-Time (minutes)

WEEKS OF

MONKEY NO. PRE-DRUG DRUG ADMINISTRATION
AND SEX 22 Wks 10 Wks 4 8 13

RDX - 10 MG/KG

B4050 (M) 5.10 3.55 3.35 3.05 4.4083543 (H) 2.55 2.40 2.25 2.40 2.50B3406 (M) 2.15 2.15 2.20 2.45 2.20*

j Mean 3.26 2.70 2.60 2.63 3.03

83733 (F) 2.25 2.15 2.15 2.05 2.05
B3609 (F) 2.50* 3.00* 2.10 2.55 3.25
B3739 (F) 2.00 3.30 Dead Dead Dead

Mean 2.25 2.82 2.12 2.30 2.65

RDX- - MG/KG

83952 (M) 2.35 2.20 2.15 1.30* 2.00
B3563 (M) 2.10 3.50 2.30 2.15 2.00
B 84093 (M) 2.20 4.25 2.25* 2.25 2.15*

Mean 2.22 3.32 2.23 1.90 2.05

B3599 (F) 1.35 4.23* 2.15 2.40 2.05
B3891 (F) 3.20 3.35 2.10 2.10 3.00
B3718 (F) 2.15 2.30 2.30* 2.20 2.25*

Mean 2.23 3.28 2.18 2.23 2.43

SRDX- 0.1 MG/KG

B4254 (M) 2.30 2.05 2.30 2.00 2.15 j
B3776 (M) 2.10 4.25 2.10 2.35 3.25
B370- (M) 2.10 2.15 2.05* 2.00 2.35

j Mean 2.16 2.82 2.15 2.12 2.58

13613 (F) 2.30 3.15 2.05 2.45 2.35r
83646 (F) 3.30* 3.40 2.10 2.40 4.30
83617 (F) 2.20 3.15 1.50* 1.45* 2.30*

Mean 2.60 3.23 1.88 2.10 2,8fs

*Rpeat Values.
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LITlON BIONETICS, INC.

TABLE 9 (continued)

SULFOBROMOPHTHALEIN, U.S.P., DYE CLEAPANCrE TEST (BSP)I Half-Time (minutes)

j WEEKS OF

W•MKEY NO. PRE-DRUG DRUG ADMINISTRATION
AND SEX 22 Wks 10 Wks 4 8 1_3_

TNT - 1 MG/KG

B__ 83697 (M) 2.40 4.20 3.50 2.30 3.20
BI B3775 (M) 2.50 2.25 2.45 3.00 2.40
B4301 (M) 2.40 2.05 2.15* 3.00 2.00

Mean 2.43 2.83 2.70 2.76 2.53

B3857 (F) 3.05 4.10 2.45 2.45 2.15
B3516 (F) 2.40 4.00 3.20* 2.05 3.20
B3928 (F) 2.00 3.20 2.10* 1.55* 2.05

j Mean 2.48 3.76 2.58 2.02 2.46

_ TNT - 0.1 MG/KG

83782 (M) 2.05* 3.20 2.05 2.00 2.20
B3773 (M) 2.25 4.25 3.00* 2.35 2.40
B3427 (M) 2.23 3.20* 2.20 2.45 3.20

Mean 2.18 3.55 2.42 2.26 2.60

-B 83720 (F) 2.30 2.30 2.20 1.50* 2.05
836L8 (F) 2.25 3.20 3.20 2.25 2.20
83863 (F) 2.50 2.45 2.10 3.20 4.30f

Mean 2.35 2.65 2.50 2.32 2.85

TNT - 0.02 HG/KG
B3559 (M) 3.25 3.30 2.45* 2.15 2.45

83848 (M 2.15 2.35 2.30* 2.25 2.55*
84239 (MH 2.35 3.00 2.45 2.25 2.45

Mean 2.58 2.8P 2.40 2.22 2.48

B3818 (F 3.00 2.15* 2.30 2.30* 3.05
83967 (F) 2.15* 2.10* 2.35 1.40* 2.20
83860(F) 2.25* 2.20 2.05 2.40 2.40

,Mea 2.46 2.15 2.23 2.03 2.55

'Repeat values. .



LITTON BIONETICS, INC.

I TABLE 9 (continued)

SULFOBROMOPHTHALEIN, U.S.P., DYE CLEARANCE TEST (BSP)
Half-Time (minutes)

WEEKS OF
MONKEY NO. PRE-DRUG DRUG ADMINISIRATIONiAM E X. 22 Wks 10 Wks 4 8 13

Sg CONTROL

B4046 (M) 2.50 2.55* 2.25 2.50 3.45
B4238 (M) 2.40 2.15 2.15 3.05 3.20
B3628 (M) 2.05 2.50 2.35 2.Oc.V 2.00

aMean 2.32 2.40 2.25 2.52 2.83

B3297 (F) 2.15 3.20 2.30* 2.55 3.10
B4246 (F) 3.00 3.05 2.45 2.35 3.20

-M B3735 (F) 2.00 2.00* 2.25* 2.20 2.20*

Mean 2.38 2.75 2.33 2.36 2.83

+I

V

""-

Ell

I *Repeat V"
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_ LITTON BIONETICS, INC.

I TABLE 10

RDX AND TNT IN PLASMA
(ug/ml of plasma)

;NTERVAL
DOSE Convulsive

LEVEL MONKEY NO. Date 30-Daa Date Events 60-Day Date 90-Da,

High RDX B3733 0.30 6/26 3.22 0.41 8/9 0.0
84050 0.65 0.64 8/13 0.,
83543 0.58 0.39 8/9 0.0
83739 6/12 2.70 6/13 2.0
B3406 1.42 0.31 8/8 1.08
B3609 0.84 7/2 3.7 0.08 8/8 0.16

Med. RDX All values were 0.02 ug/ml.

Low RDX All values were 0.02 ug/ml.

High TNT All values were below 5 1(g/ml.

SMed. TNT All values were below 5 ug/ml.

Low TNT All values were below 5 ug/ml.

Control All values were below 5 ug/ml.

4 _

Nii

_ I



LITTON BIONETICS, INC. TABLE 11 A-184

___ ORGAN WEIGHTS
(grams)

ANIMAL THYROID HEART LIVER RIGHT LEFT RIGHT LEFT
NUMBER KIDNEY KIDNEY ADRENAL ADRENAL

I Control
B4238 .34 9.17 59.0 6.02 5.41 .23 .21
B4046 .z4 7.10 59.0 5.63 5.53 .30 .23
B3628 .64 21.47 141.0 12.71 13.06 .34 .27
B3735 .27 8.51 72.0 5.94 5.87 .20 .22
B3297 .57 11.64 66.0 7.61 7.72 .24 .21
B4246 .23 7.65 46.0 4.86 5.39 .24 .21

I Low RDX
B3709 .31 20.00 115.0 10.34 9.13 .47 .32
B3776 .31 10.75 81.0 7.51 7.24 .23 .19i 84254 .20 9.61 58.0 5.07 5.22 .34 .24
B3613 .17 9.35 58.0 6.38 6.59 .27 .22
83617 .39 9.91 64.0 6.16 5.89 .29 .24
83646 .31 11.36 74.0 7.23 6.96 .31 .17

Med. RDX
83563 .28 10.47 88.0 6.50 6.59 .27 .23
83952 .53 17.82 107.0 10.20 9.70 .31 .30I 84093 .28 9.08 58.0 5.80 5.81 .24 .22
B3891 .22 9.10 69.0 6.70 6.84 .31 .22
83718 .35 10.77 65.0 6531 6.30 .27 .26I B3599 .41 11.15 84.0 6.18 6.46 .23 .21

High RDX
84050 .21 10.31 71.0 7.06 7.88 .27 .21
53406 .38 14.13 102.0 7.52 7.90 .56 .38
B3543 .52 15.15 110.0 9.17 8.48 .47 .39
B3739* .32 7.83 37,9 4.72 5.41 .33 .42
83733 .19 8.81 77.0 7.72 8.77 .40 .23
9 3609 .25 7.87 77.0 5.62 5.41 .30 .22

Low TN, T
B3848 .50 14.13 91.0 7.32 7.51 .43 .32
83559 .32 12.79 89.0 8.09 7.85 .36 .23
84239 .14 12.36 96.0 7.54 7.23 .31 .24
83860 .42 7.99 49.0 4.31 4.41 .21 .14
83867 .47 13.39 - 8.80 8.40 .41 .32
B 3818 .24 5.64 56.0 5.04 4.64 .28 .27

Ned.TNT
83782 .37 15.54 8F.3 9.54 9.50 .51 .38S 83773 .21 12.57 10Z.0 6.81 7.61 .33 .26
83427 .37 15.36 96.0 8.21 8.06 .30 .23
83863 .30 10.30 76.0 5.87 5.72 .23 .19
83720 .30 10.16 63.0 6.13 6.23 .24 .- 29
B3608 .27 12.94 74.0 5.81 .6.00 .23 .19

High TNT
83775 .61 10.23 68.0 7.31 7.53 .22 .18S 84301 .37 10.65 84.0 6.69 6.85 .24 .18
83697 .54 13.50 95.0 7.62 6.88 .33 .23
83516 .22 !4.36 81.0 7.61 8.01 .37 .23

I 83928 .20 8.75 91.0 5.99 5.95 .24 .24
83857 .19 7.40 45.0 5.04 5.71 .22 .16 .

*This animal became moribund and was killed on June 13. -
S *ThF-
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LITTON BIONETICS, PIC.

TABLE 12

ISUMMARY OF GROSS LES1ONS

Control B3C28 Renal subcapsular hemorrhage.

Low RDX B4254 Renal subcapsular hemorrhage.
B3613 Nodule on spleen.
B3776 Small intestine focally thickened.

a Medium RDX No gross lesions.

High RDX B4050 Large intestines and fat appear more
yellow than normal.

B3543 Nodule on right kidney, ? accessory
adrenal gland.

B3739 Killed at request of investigator -

postmortem report included.

Low TNT No gross lesions.I
Medium TNT B3720 Subcapsular renal hemorrhage, left kidney.

High TNT B3516 Focal subcapsular hemorrhages.
B3928 Large irn.estine - sli -t mucozal reddening

and focal thickenirngs.I
Animals not specifically listed showed no gross lesions.

!A

IA
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LITTON B"ONETICS, INC.

I TABLE 13

MICROSCOPIC FINDINGS

I LGE ND

- negative
+ =minimal

44 mnild

+44 = moderate

=marked

r 1 present
F =focal

M =missing

=171
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A-190
LIrTO': BIONETICS, INC. PM No.:

73/1700
NECROPSY REPORT

Animal No.: 83739 Birth (Arrival) Date: Contract or Project: 1366
I Snecics: Cyno KILL ZeeW Date: 6/13/73 Investigator(s): DPM

ex: Death Time: 11:55 am
4gc: I nocul un:

Inoculation Date:

I Pertinent Experimental & Clinical Data:

I

G;O-" NECROPSY: Date: 6/13/73 _ Time: 11:55 am., Initials: .. _/I(

I Descrio:ion of gross lesions and additional conmments: -,

Thin and emaciated appearing. Subcutaneous fluid, abdomen, presumably from fluid admin-I istration. Veins collapsed and venipuncture difficult. The aorta was cannulated through
the left ventricle and perfused with 500 ml. heparinized saline followed by 1000 ml.
paraformaldehyde. The descending aorta was clamped and the right atria and ventricleI incised. Gross Findinas, Edema of salivary glands (perfusion artefact ?), multifocal
minute ulcerations and/or hemorrhage in gastric mucosa, frontal lobe of right cerebral
hemisphere slightly depressed, kidneys seem small but no lesions readily evident, liver
seems small and firm.

I
I

I Tissues submitted to:
Bacterioloy Virology Ultrastrtcture Hematolowy Histopatholo~y Frozen

Per protocol

to NAVY: 10 ml. blood, no urine, I gn. brain

Photography -

Tissues cut by. __date: # capsules: _____-
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